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(54) HUMAN MONOCLONAL ANTIBODY AGAINST PARATHYROID HORMONE-RELATED PROTEIN 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain (a part of) a human monoclonal antibody against a 
parathyroid hormone-related protein which is completely free from the antigenicity to 
human body, free from side effect and useful for the treatment of hypercalcemia, 
malignant tumor, septicemia, hypophosphatemia or the like since the antibody has 
reactivity with (a part of) the human parathyroid hormone-related protein. 
SOLUTION: This antibody has reactivity with (a part of) a human parathyroid hormone- 
related protein and has a property among (i) suppressive activity on the intracellular 
increase of cAMP accompanied by the stimulation with a parathyroid hormone- related 
protein, (ii) suppressive activity on the release of calcium from bone and (iii) 
suppressive activity on the increase of blood calcium. Further, the human monoclonal 
antibody has reactivity with a partial amino acid sequence of a human parathyroid 
hormone-related protein having an amino acid sequence of either formula I or formula II, 
and a bonding velocity constant Ka and a dissociation velocity constant Kd between the 
antibody and the human parathyroid hormone-related protein are ^ 1 .0 x 1 03 (l/M.sec) 
and ^ 1 .0 x 1 0-3 (l/sec), respectively. 
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(54) [fgS&cB^IW id^^^;^>IIS^>/i^^-r^t:h*/^n-^;uaiL^ 



mm) b hBJ?tt»^;U*>Hil3f>^^ ( PTHr 

■Tat hPrHrPCC*tt*£M*<Dt F^fc^Ci-^MKf* 
Xtnf*, h+^^Hf*SC>'CXR-qraftecdK(* 



[»3RJI1 ] b h3Wt^*;U*>M& 

/ct^o-as. 

[13*^2] I*b Y*s2xi-T)\,imi)K Tie 

u> 7*2 <c> oi»-r^iciaiBoi4K*w-rsc<t 

6»«it 1 icK*t<D th^^a-t jUfa(* 

(a ) ffl¥tm^^^>MiS^>^^M«CC#^ffliart 
-cocAMP<o±»cc*tLT»lWW«cft«-J-* ; 10 
(b ) »¥t*W*il'*^liBa*>^^»iJ«CCff^»^6 

(c) SJ?tm^l'*>Mil^>^*^WMCC#^jfii*/7 

( a ) ztcit ( b ) ©c^-rti^or ^ ->KK5»j**rrs 

h ^ s >? P - 7" £ Jtett-e <£> — rR : 

( a ) AVSEHQLLHDKGKSIQDLRRRFFLrtHLIAEIKTA I £ tc{£ 20 
( b ) AVSEHQLLHDKGKSIQDLRRRFFLhHLIAEIhfTAEIRATo 

C»*^4 ] Kb h^y^o-t;Hn#0>fA/ya 

[1*3315] ttfc h*-/*n-^;Uintf*^ khR(* 
^f^ffiMWf§h7>Xi;ir.^ *#b bm$L 

-rz>nn&% 1 7is»*^4<Dc»m^«cse»©b 

* a - £ 30 

ft. 

] SEb h^^^D-tJ«<tit hlWt* 

i.oxio i (VM.sec)a±<Dattr*'5ci*wair4 

»«3il7iM»3|0I6Ot»rn^{Ci2tt<Db Y*s>7X2 
- ± * fc &*<D—& 0 

[mmms] Kb Mr^*a-^;UfS{*£b hffliPtt 40 
R^iU^^Ma^^M-^cfcCDKKiSft^e! (kd) tf. 
l. ox io- ' ( vsec)«T©»ffl-C * £ C <h €r#^ tt5» 
5R3H«Si»*316©t^ti^«:i2a©b h^y^P- 
:^Uta<*£fci**<D--ft. 

[lt*JI9 ] ISb h*y*p~^jutn(*±b hSJfPtt 
J»^^*>B8it^>/^iOK*S» (Kd) A*. 1.0 

x lo- 7 cM)fcTFo»ffir $> hct t r 51**11 i 

ftMtft**! 6 <Dl >r *i*HCKiM> fc h * >> * P - *vHR 
{*£/cf2^0-ft„ 

[IMQl 1 0 ] K*S£«SSS < k a ) tifi, l.oxio' 50 



^2000 -80 1 0 0 

2 

(l/M. Sec)W±©»flir * -6 C <t <!: "T £f»#JI 7 

CClEttOb b*s *a-*;u*rttt£fc««G>— ft. 
C»3jtJB 1 1 1 SSKSIilSffia ( k d ) ffi % l.oxio 

CCieSSCDb h*y^P-^JUta(**/c5«0— as. 
Cta*ii i 2 ] KKMI^K (Kd) f)K l.oxiof (m) 

WT©»fflr * & c t t r *»3»a 9 iciee<d t 

h^y^a^t Mfif* * yt «* £D — ft. 

[3***1 1 3 ] SElSNtSK ( K d ) ifi. l.oxior' (M) 

b h^^p-^;utnftg/c&^o--ft 0 
[»*J1 1 4 ] f&&?St^& (Kd)^ 1.0x10 

[f**igl 5] Kb h^^a-t^it hSW 
l.oxitf (i/M.Sec)«±<Daffl[r*&C<b*1$»i 

-r 6»*ji 2 $ 3 ccieisco th^/^-t 

[ 1***11 6] i^b h*-/^p-^^ctf*ib Vsw 
tm*)i*>Mm2>>m £<Dmmmmm# (kd) 

[i*#«l 7 ] Kb F^^a-t«*ib hSff 
WH^iHr^Ma^^^-^iOWUBEK (Kd) l. 
ox 10- 7 (iuoJHTO»«lr*4C t*«F«<h-r*»*H2 
$ /c««*3B 3 CCSettO tf-t/^a - ^ ;HS* * /c« 

[ii^li 1 8 ] ^IS^iiS^a ( k a > l.oxio 4 

(i/M. sec)«±a>««ir h hct z^m t r *>n*m 1 
50ci£t£CDb hty ^n-t^W$m<D- as. 
C»«S 1 9 ] RJBRIiSa^e: ( k d ) ifi, l.oxio 
- (i/sec)JMT<©«lir*sc<b*1»«ir*MI*W 1 

[ft^ii2 0 ] mmmm& ( k d > 1.0x10- cm) 

b h^^^P-^;Utnf*^/c^-e(D— a5. 
[f^*X|2 1 ] &mim& (Kd)^ l.OXior s (M) 

«T©»ar**c<t*«air-5»5}cS2 o(ci2»<D 

[»*S2 2] »«IK»(Kd)^ 1.0x10 
♦lBI8r*-5C<b«r«p«iT-SBI*«2 3 tClElStO^ffa. 



(3) 
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[S9**2 5 ] IkhZlsXis*-* 

6 ] moma*. t na**a^rstt** 

tih^A^i) F~^r&*C<k£1$«<hT4f9*3S2 3 

[19*312 8 ] g[«BlS#. SfigaFrfcS-^FERM BP-6390 
5}c^2 7CCgfijK<Olfflia. 

[19**12 9 ] nton**. t h9wvm***>m& 

-^;HA*©ai«*n- F1"^DNA§l< li^<Di£lll 
£:3~KT*DNACD(,>T*I7^-- *ODNA, £/ci*M 
^©DNA^3«IBrt«Ca»A*tl*CitCj:0»fre»S 

tifc^«jwi^**ci*«?«i'ra3ii*?i2 3«c 20 

[19*313 0 ] t hW¥1»;M/*>IJM 

g^««-©—»r*-*T* SI£3F£E#-^FERMBP-6390T 

[19*313 l ] b h9W«J»^^*>Maf >^*^* 
/cii-eo- »fc JKGStt£*-r £ * -/ * o - * ;bta<*g 30 

««#tss ( a ) ( b ) ©carti*>ccaB»©T s 

( a ) e?u## 4 . e?j»^ 6 . 8 . e^js^ 

l 0. E9MHH 2, E9HHH 4, IE*J#-^l 6. 12 

?u#^- i 8. ew»^2orcfew*^2 ziPhtazm 

?«J: gfctt (b) E3*J#-5f4. E3*J##6. EW*# 

8 , EW»*I 1 0 . EJMM 1 2 . EM#-»» 1 4 . EW 40 

#^16. iE^i]#-^ 1 8 . E?'J#^f2 0 Rtf EJMW 2 

[19*313 2 ] t hBW«j**^>Mit»>^^* 
fcii-e<D— Wc Sittt**^" * * ^ * a - ;Ut/t<*£ 
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««#te ( a ) fts ( d ) ©t»-r*i*»«:fttta>T S y 

S3EFJ: 

( a ) E5*J#^2 4 , E5U*^2 6 , EMS-^2 8 . IS 

*ys*t 3 o , s&mn 3 2 , &?mn 3 4 . ETus-st 3 

6, EW#-93 8* RC>E?J#^4 2rt>6fc*«a>6ia 
tfJiSi^tufc 1 ooE?'J#^tcIS*£2ft£T * y&K 
SWOT a y»#^20rtSii7»gQT ^ y&E?iJ : 

(b) iB?J#-^4 0CCgBtt3n-5T 5 -/KE5»J*(DT 5 

(c) E?U##2 4. E?'J#-^2 6, E9»JS^2 8, IB 
3 0 , K^J#-^ 3 2 . E?U#^ 3 4 . K?U«# 3 

6. E?U*^3 8. ac«BJ>J»*4 2*6ttS»3^6a 

tfnsi^m^ 1 ooi^ijs-^icieasii^r s ys$E 

W*©T 5 y&##207!>Mii7#@c7,y 5 ✓BEJUCC** 

(d) E9»J#^40CC3fitt3*i&r5 -/KK^JiPOr s 
^^#-^207^Sii5#S(Dr s y^E^Jccfc^r. 

0 < WttfflOT 5 -/ m&B 0 < «ft»D.S txtc 
T 5 y®E^'J ; ^t?7 5 y^E?«J^W"r « c t «:#m 

-F«VW, D««ERCfJ«WDDNA3ft$. V 

3-3a otQj&viH&c&&? zct zm&mi 

-FT5V««. D««RCfJ«W»0DNA3&s, £*vh 

[19*313 5 ] BEfc h*-/^n-^JU!Sf*Oli«l*=i 
-K-r*VllMERC^J««ODNA3^. S^DPKisS^J 

« 3^c s*r ^> c i <h r * 19*^ i nmm& 2 

[39*313 6 ] ttt h^fcy ^a-^;i/Cif*omig^n 
-Kf*V««. DSWJiWDNA^, S^rV 
3-30. CmSO'3H6CC**L/, fioftb F^^ ^P-tJl/ 
tn^O^IS n - F T S V J SPSO DNA^ 

1 7!?SI9*^2 2<DC»-rtl^CCS£tS<Dt h^r/^P-^ 
;HRf**fc«*©— SB. 

[I9*3f 3 7 ] »t h*s*u—}~)\<tii<*<om&*:^ 
-F-T4V««. D««ER^J««<0DNA^ S^VH 
4.16. imfco'JHtfcfcfcU ja^Rt h^y >;n-^ju 

int*oea* a - f r * v ts^^o' j d n a a« . 

& * DRCLS&O' J * 3CC * *-T ^> C i * <b T ^> IS* JM 



(4) 

5 

[ 3 8 ] 33*31 1 5*1 *# JR 

[IS**S3 9] I#*^2, »*«3. immi 5 7bS 
I8*3g2 2 1*18*31 3 0 7iSM#«3 7<Dt>m*» 

£ m&O tc » C » 6 ti * t i * «» i f * 3 9 

ifi*ccm> ^n^ct i r &5a**i 3 9 khb»m> 

^B5Ccfflc^ti-&c<fc^«<fc*r-5iS^3 9tClEiS<D 
[Ii*3g4 3 ] MSXtiAlf^. Mffly 
313 9 lCtetK<Z)E«J5»». 

[■won 4 4 ] ttEiRHOM^. w^(omn»<omm 

3 9 $CS5tS(DEIii«J£ ! ». 
[ft*JI4 6] ttEaHKfffift**. »Wr©M¥flW* 

^n-5C<b«4*«i-r-Sll3CTI3 9*Cfat&<Z>E3i*aj£ 30 

ST -5ffi«©*&*CC AH V » 6 ti * C t * W« <fc "T 5 
3 9 CtiSt&OEJ&fism 

cie*^4 9 ] msmbsto*** m§mv>mmmcm 
#3g 3 9 cciaisog^MfiS^o 
«c*jw*gaioi«R«cfflv> 6ti & c t znw t -r sta* 

313 9(cfB»©EJEffl/a^o 
[HM8I5 1 ] ttBllttdW*. BfeJfiLffi (sepsis) £ 
/c«±#14j«£CESffi«» (sirs) (MMfcm^htii 

[§a*>15 2] REfSffll*!^ flS'J>iM&Dfe*K: 

/si #1 * c t zftm t -raw** 3 9 ^^(ommm 



*?g82 0 0 0 - 8 0 1 0 0 
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[jMomittiiHi] 

[000 1] 

(Parathyroid Hormone-Related Prot 
ein, PTH-rel at ed Protein. PTHrP) flSCC 

[0002] 

{*. ^tC^^lOmq/lOOml <#J2.5mM> ^^hrfc 
0. Ch^iW^^>")At^tX$i>X (calcium 
homeostasis) ±W* m CCDffi^so^TFtCfgT-r £ 

foist l*W£0#m\£, r^;UV^AiB®^JU^>j £ 

SWttl*'1'Jl''*> (Parathyroid Hormone, PTH) . 

> h PTHrP ( Parathyroid Hormone-Related Pro 

tein, PTH-related Protein, PTHrP) £>tl 

[0003] £f*<D33#*&3$£ Ut. RC^MKlS 

flWBfiS <b^JR (#««) 

a#OJBSE<!:*ncc5l*»<EKII:%K*>*-XAr 

L, Ki|XO/c^^^A*««ffliJ(c9tai-r*Citci: 
0. ifii*^^;u^>^A(D^*3fcB-r^^-XA-e^>€) 0 

tec, ^^v/^A^y^^^^x^it^Stirc^. 

[0004] C<D£5rj:9(DV*j s 'Jl>&VLVl7)\sl'0 

mm<D^m <&mmfre><oa<t> mm* cc«. 



D. BWttJR*JU*> (PTH) . MWRIUjr>^^ 
(PTHrP) . *7;l/*> r ~>. X^hD^>RO'^n^$ 

[0 00 5 ] ffi^tKJS*^^ (PTH) « k #;I/t"}A 

£ 0 bhOPTHti. 3 l r s -/KiE^J^ettS^u^n 

^7>K (-31--1) <L3|#i|ft< 8 4T5-/«IE?»J ( PTH 
(1-84)) ^660. PTH©^«Jfgtt<D*3HCCd2*+»^ 
fl*i£«, ttPTHCl-84)<?>N*ijWB!jC0l-34O«« (PTH(l-3 
4)) CCgJ#diiri»S (Proc. Natl. Acad. Sci . USA. , 
Vol.68, p. 63, 1971; Endocrinoloqv, Vol.93, p. 134 
9, 1973; Peptide and Protein Reviews, Vol.2, p. 20 
9. 1984) o PTHD*^*>ff««, tt^BOMIMK: 
^fe-r^FTH/PTHrP^^f* ( PmRO'PTHrPtifHj— 0§g 

ec»«w«:is*'r&ciK:J:0«iS<i 

[0 00 6] PmD»fc*ettftfflW fc *JJl/S/"?A*-* 

^RI&SnS^ili/^Al^St^ (Brown, 

E. M., Homeostatic mechanisms requlating extracellu 
lar and intracellular calcium metabolism, in The p 
arathyroids, p. 19, 1994, Raven press, New York) 0 

[0 007] KfC»*A*> ( PTH) 

BJ?t*aa*;U*>B8il^>^^ (PTHrP) T£> 
£ 0 PTHrP<D??aa>7n««, 1930*fftCC»0> £l£Wft 

«t*»r * 6^^si¥ttB««B7atfficceflxr ^ c <t 
#a6hti>fc. i94i«c*-D-c. S1£IBgcc<J:&AF?r1£ 

THfcttWOffffij&SffljEStlJfc (New Enql. J. Med., Vo 
1 .225, p. 789, 1941) . 1980*£ftCCfc 0 . <D PTH&^ 
Wifi FXht ttSfc £ # PT>id Isl— ©«BK***V L r PTH® 

4KB. HS3*l/c (Proc. Natl. Acad. Sci. USA, Vol. 
80, p. 1454, 1983; 3. Clin. Invest., Vol.72, p.151 
1, 1983) o 

[0 00 8] t r©PTHrrtCtt3«SOTYV7*-A 

K (-36--1) ±?|£|ft< 139T 5 JWG&\ (PTHr 
PC1-139)) *>6fc9. ffecD2otJ, ^^u-7*u^7*^ K 
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Rt>'-e^&C?|#«t< PTHrP(l-139) <b £>85?UCD C 5fc 
/c,PTHrP(l-14l) £PTHrP(l-173)T£>£ 0 BPo. C*l6 
1 -139ilOT $ ^ffiEy>J(33E:£K|aj— C£>£ 0 b 
HltWLtfeO. i$Ki-iiiT s sWttcte^xcotm 

ttteffiafcTi^l* (Crit. Rev. Biochem. Mol . Biol., Vo 
1.26, No. 3-4, p. 377, 1991) . 
10 [0 00 9] PTHrTON^aSOl-lJOT S ^BMP^WPTH 

14-34T $ sW&k9t<D7 % -/KieWCiprnrPCCftSW-c* 

6**. *OWX«iS«PTHOl4-34T5 ^MW^OiByCfll 

PTHrP<Dl-34T 5 yK3B##PTH<fc Bt3W— 0>£*lr§tt* 
^tCi^6. PTHrPCDl-34T 5 PTH»ffi« 
(PTH-like reqion) iWitlS (Endocrine Rev., Vo 
1.12, p. 110, 1991; Endocrinoloqv, Vol .125, p. 2215 , 
1989) o — ^\ 1-34T * ^8tB&#<£ 0 C^»ffl<D7 5 ^ 

20 MiB^JttPTHrrtc1^r*0prH4tBigtt*^S«ci»ci 

iPh, PTH-unlike reqioni £ /cfij&CD £ :fc 
0, PTHrPttPTH^SStt^^U PTH/PTHrRggf*lC 

^^XHJjS^W^ <Pm-relate<*>rotein, PRi-like p 
rotein, PTHrP) ±V$&ft.2><k *> CCfr tc (Proc. Natl. . 
Acad. Sci. USA, Vol.84, p. 5048, 1987; Science, Vo 
1.237, p. 893, 1987; Biochem Biophvs. Res. Comm., V 
ol.l46, p. 672, 1987; J. Clin. Invest., Vol .80, p. 18 
03, 1987; Crit. Rev. Biochem. Mol. Biol., Vol.26, 
30 No. 3-4, p. 377, 1991) . 

[0010] PTHrP&i, Htt««tc(*^iB*r;Ui/r>Ajli 
*Sn4«*;U^^Ai6iffi^flrL//c«lttlB«T l »iB* 

J*. ML #. AM. EL 3fcMmi. MRS. » 
H. SWtKJR, nil. »«^>y;u^>^AacfBT« 

[0 0 1 1 ] PTHrP©^ffl^W«6B«:ot>rtt. ^/<fT 
Ktt*feH-3rC»&^ PT>H/PrHrPSSi* i <Dl&^*jt \ 



(6) 
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[00 12] Ctl%<D5*>. PTKrPCOFTH^f^ffltCOCir 

5C£'B3&tf»a«PTHrTO^tt< i4>l-34T 5 ✓ 
£rtr«*cc«fc«3«H!F3*iri,>£. PrurPOPTK&ttMBlc-o 
t»T«* PTWrP(l-34){3:PrH(l-34)<bl2^<ir*>0. £ 
/cPrHrP(l-34)cfc«5*C^-T- (Wx&2, FT 
HrP(l-lOS), SO'PrHrP(l-141)^i) t fc3Hffi"C£>& 
(J. Biol. Chem., Vol.264, p. 14806, 1989) 0 PTHrP 10 
(D1-34T ^ SMZmtCte. PmCl-34)i(H)C < . PTH/PTU 

rPg£f*Ct>tfT £4>fc < i 4> 2 ■^©SStWS'&SMa (l- 

mtbxiz, mux. ^Tu^mm^munrr^ 

U- his?7--£ (AC) ^*X7* y-rC— tfC (PL 

c) *IWSfkO. K#«IBtt©»«MX*llt*L. 

VIZI ? 9 AMP (cAMP) -S>'J>8ftfi£ 
ISitU ^^^^ACDH^HX^iSitT^ (Crit. Rev. B 
iochem. Mol. Biol., Vol.26, No. 3-4, p. 377, 199 
1) . 20 
[0013] — *\ ±i£<D<£ 5 tCPTHrP**. #<Dttftft)8 

IS. «©#IE»Rafy^v^iPTHrPi<OBI!ai4CCoc» 

rs*. wcca-s stress. * (Httni) ic&*, »^ 

tt *; ;b i/ * AfttMttWWSCa^flW- * C t ifito h n 

[ 0 0 1 4 ] (St£«S) fc#$B#M,i/* AjfiUt 30 
(maliqnancy-associated hypercarcemia (MAH)) tJ, 
BB0R±L/tf U«ft6^SM«(Bt^ffi«» (paraneoplast 
ic syndrome) r£>*o Ajfr|££^rSfc2I 
fltOWC»<D«, ^ttSJ¥t^«*fe7xii!£ (primary hy 
perparathyroidism (HPO) 9iI«t£tltt<D*Iia£ 
*:<!:£. MAHCD£<tt, itf7ftr*0MO««T 

*>0, ffliittjfiaECDHJ*30i.*»OQpL (quality of 11 f 

e) M*rti, ;x©2«aec^»i|$ 

ral hypercarcemia of malignancy (HHM) ) "C£>0. ffe 

iR^/Ct-r^Ci #?§&?) «cj:9fcfc6Sti 

iBWttfWWStt^^^^^Ajfeffi (local osteolytic 
hypercarcemia CLOH)) t?£>&. LOHte. JB<D£Kfc# 

ffiCDl^9 0%i5< (N. Enql. J. Med., Vol.300, 

P . 1377, 1980) . *<b^ummmm&mtt9tmrz> 

PTHrPCD^mtCct^C <t^P>*HC3tXOO$>^ (Am. 50 
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J. Clin. Pathol., Vol.105, p. 487, 1996) „ 

[0015] ±e<D#fflcctE*«:, wmcui&o}#h& 

<D#fi« £ PmrP©**iS£#lallI$K: S 6 *i Z>m * > 
^AjME (L0H£rHvKDf^£#^S6*l) tBS^rt^M^ 

tt*>n£ 0 a/c. L0HrtH**<fi^fe'r*PTMrp*i»^f<D 

«r «* £ #fite»*W*iS£T & PTHrPCC J: * & *s 
^AjfiL£E& : ??£T& (Am. J. Clin. Pathol., Vol.105, 
p. 487, 1996) o PThYf^£&C£&HHMte> *6fl>&8H* 

(i$, ait. -t-sh[§b. *n*». a*, n. h») . » 

IS. Jffl&faS. RO'^SATIffljffleifll^ (atl) T 

(DfB&^l^ ( N. Enql. J. Med., Vol.322, p. 1106, 1 
990; J. Clin. Endocrinol. Me tab. , Vol.73, 1309, 19 
91) . 

[0016] LOHWt. sub. y >^"W«a6ti 

LOHiCfeC^r^, ^OfiSHtCPTHrPtOM^^tCSno 
O*^. #HMtCOC^r«. TNF-/8. IL-l^S&^IL-ei 
PTHrPCDM-^fc^BRSnTfeO (Am. 3. Hemato 
1., Vol.45, p. 88, 1994) , KtJ Jits? 

(Ann. Intern. Med., Vol.111, p. 807, 1989, Budayr 
AA^>) . A*rttL«L«EM&«IE»^a6tl. *^J4 

a5r«FTHrPCDiSC^^H6tl^ (Cancer Res., Vol. 
51, p. 3059, 1991) o £/o, «*«.9«©J0R**i#lK» 

5nri^C<h^^3tiri^ (3. Bone Miner. Re 
S., Vol.7, p. 971, 1992) . ATL^CC*5C^r«. ^8 

ATLORSSOl oCCPmrR^ai< B^t5Ci^83n 
"Cl»-5 (Leukemia, Vol.8, p. 1708, 1994 ) 9 
[0017] LOH(D±S!«C«Hr***<D»IE^«i: PTHrP 

CCi^^Ci^fRS$tir*5 0 (3. Bone Miner. Res., v 
01.7, p. 971, 1992) , Fv^XCCfoWfcfc 
h©A«lfflfiO*8S*tt«»^laPTHrP»if*tC cfc 0 iOM 
3ft£C&3MR&S*VCl>« (J. Clin. Invest., Vol. 
98, p. 1544, 1996; Cancer Res., Vol.56, p. 4040, 199 [ 
6; lI^I i Pm@i^W096/22790^^) . PTHrPi^ED 
(Rheumatoid Arthritis (RA)) ROSEJKttM 
SIS (Osteoarthritis (OA)) ±CDf!f!&ttiCO(,>T 54. R 
A«#RCfO\a#COC»rn<0»« (Synovial fluids) T 1 
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«Ci. *T*aOPTHrP©*31*ittJKStirc^ <J. Bone 
Mner. Res., Vol -12, p.S47, 1997) 0 
[0018]-*. W^U^^AjliffiCCji&jRiLrt*. 

> M JPJ^ffl c »6tir^^ fctfart & # « JRffMfP 
Hi**** t:* 7 hmt&h '< 

0 iU5> * Ajfiiffi £ PTHrPi coiBilttSr^r as* 
fctCC. PTHr«C»T*!a(**ffli^ciS/7^^^Ai(lU£ 

©ffe*oK*«>ff*>tirc»* (a*s«r»tt«i&Bi!i*4- io 

"COS (gf^I f Ftt3Sa^WD96/2279(>^S$S) 0 
[0019] S etC, JS (MfiBft) Ajfil 
ffi<fc<D*ISftB8». ftmc*tl£>±PTHrPt<DMm&<D 

m MMEbJ^^^-rftKAfaftstirft-c^s (sua 

©HB^ftffl«^W096/2279(>^&«) . c<DJ:5&r& 

ficcttor, PTHrp^. mmmrn (x> f h*->>) * 

«^M{Cct^flfcjfiLffi (sepsis) ^±#14jfcffij£§ffi«S 
(Systemic Inflammatory Response Syndrome (SIRS)) 

*o*ffi©fi8H«cBB-?-raioa«^?>. PTHrpecat-r 30 

[0 02 0] *ttB«<cJ:4iBi/7^^^Aj||aE<D 
MbJ:9&T&K&6ttS*iTfr>* (BRR4*HPttM£ 

§3W098/13388^£^) . 5 #<L(SJ|$&C*7;U^ A 

ccj: 0 tKj$ S tx t PTWrPicDM&ttKoi »r 4>$F2S 
B*£A (ABBfl. BMlfctc*) CClIty9?SC&*'^ 

■BStirt** (JBMtt, Vol.68, No. 6, p. 726, 1993; B 
#f^SH^S$, Vol.14, No. 2, p. 334, 1996; B£&££«| 
#3 0I3WB, p. 118, 1997) . 

[0 02 1 ] ±a©J:9tttS*«cj:4a«a)iftHK:*jc» 
^Ktv^XW^ h«4)*t hBMJMtl icAST-S 
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a-^Mni*#^ffc*fl6*lTl>* (Clin. Chen., Vol.3 

7, No. 10, p. 1781, 1991; 3. Ironunol . Methods, Vol.1 
46, p. 33-42, 1992 ; Clin. Chem. , Vol.37, No. 5, p. 67 

8, 1991; 3. Immunol. Methods, Vol.127, p. 109, 199 
0; J. Bone Min. Res., Vol.8, No. 7, p. 849, 1993; 

mnnms.2i7 t 896^^n ; wmmmm&wwz7/043i 

tttt<Dft*lfcB$S*iTc»* (@Sg#f¥Hiia^Pawo98/i 

3388^£r$8) . La>Lfc#*>. b hPTHrP(C*t*r^b h 

{7 a - * >itK»&m c » fca * «i A©*6«(7>a*cc 01 > r 

[002 2 ] 

PTHrTO^^<D -T > b h a r cD^ta* 5 1 -/. * a 
^^;l,tt»O^Ate^mo^2SO/cSbcD^b Mjgfttt 

thWUWfi^y^o-tJbtitt:*, A# (A 

») tca#o/ci#&tc«. saR^stifc-^^^^sc^* 

/c^r^c<. *<D»mic*$^x titers ? a- 

1-)\s&#tettTZm#frj^2nZnA^m!m (Huma 
n Anti-Mouse/Murine Antibody Imnune Response) 

[0 02 3] C<D<fc^^HAM^ffiJJ»Sr«a3ii--5K^ 

b hM^y»j>4*OT^ ^SriE^jCc5fcg!$-ifSc 
<bccj:0b h*(*{C^T^AI$Mt4^«i«3-a-J:^i-r 

CCg^ft^/c-e^X/^b h^^7lni*r*0, ftoio 

^tti^SnSi^ (Cctnplementarity-determininq residu 
e; CDRL, CEK2, CDR3) < ±X<D&Vfe b h^feS^ 
a^'J>S*O^J-CS^»x/cb hS(ft!n^ ( human i 
zed anitbody. CDR-q rafted antibody) "C*5o 
[0 02 4] Lfr\stj:ififi> s CO*^to«G^«*ic.Ci 
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n AntiChimeric Antibody Immune Response) -£>HAHA& 

(Human Anti Humanized Antibody Immune Respon 
se) *s^tt*6lWS34-i&. iot, ti(*^^a a Di 

Lfcolnf** BPfcfc hE&*<D£if* (tFR») #*«>SI 

[0 02 5] t FPTHrFtCOl^Tfc. §Wfii£:ft^rf£P 

AT) , &Zffc1k<D9«<0!£&&tcl33£tit (flfcifilffi (seps 
is) . £#tt&ffij£Sffi«S (sirs) RO'fi »; >i&ffifr 

[0 02 6] 

^feBB*±Ott*W--^*«fe-*-fe«>tC, thPTHrP 20 

(Nature, Vol.256, p. 495, 1975) C <L &C<£ 

MtecAMP±&V9ft\&i&. PTHrPee^^^eocafttB 30 

(fr&nsi-r 6 c t ccis*wc5bt oxm&xmh u /c. bp 

£ ttMBjar* o fcHAWtfc J: a BJfBH** < t/fri > 

[0027] IP"fc. *^OTIBO<b^0^>^r^> 40 
( 1 ) t h©I^^^^^>M*^>^^^^c«-e<D 
CD-SIS. 

(2) it b^sfB-l-frVifcAK TIB (a) 7b M 

(c) (Dc»rti^cciBiiott»*wr&cit»»ir 

6«M2 ( 1 ) {CIBKOb h*y*p-^Mfi<«fcra:-e 

(a) gj^*m^^>Wii^>^ , ^$']?aCC#^JfflffSrt 
-C(DcAMP<DJi^CC)SPtLT«I*iJ^CCf , PfflT^ : 50 
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(b ) SJ?ttJ»^U*>MJi^>^^M«Cc<*^#^e) 
(c ) SJ^ttJR^;i/*>Mil^>^'^M««:#^jfii** 

(3) ttt h*>>*P-*;M/if***> T8C (a ) *fc 
ii (b) O^-rtx^OTS yitlE9iJ*W-r4t hffltfM* 

WT4Ci^a»<tT5BliSe ( 1 ) KSEiSOb h*y* 

( a ) AVSEHQLLHDKGKSIQDLRRRFFLI+ILIAEIKTA ; £/cS£ 
( b ) AVSEHQLLHDKGKSIQDLRRRFFLhHLIAEIKTAEIRAT 0 

(4) Rb h^^o-^juftftcD-f Ay i/a^v> 
^7^i. I KG2r*6C<!:Sr-1#«i"r4«rge ( 1 ) 
TbS (3> (30^m^CCiBl8<Db ? P-^Mnf* 

(5) »fc h*^^a-^JHa**^ fc: Ha(*«riS^ 

ia < i > 75M (4) cDc>r*i/>>(ciei£<E>t h^&y ?p- 

(6) »F7>^S/*i^#th«ftl||»*i, h7 
(7 ) Rb *p-^;Utt:f*<hb l-M 

*>Baa^>A^i©»^iia[5Ea (ka) 1.0x1 

0 1 (l/M. Sec)«±©»fflr * 5 C i *i#g*£ r £frfB 

(D71K6) (Dc^rti^ccgaaot ^y^p--*- 

(8 ) Rb h^ey ^a-t«l*ib FBWtfilWwi/ 

^>Ma^>^<^<b(o«aiiaKS» Ud) i.oxi 
o- 1 cvsec)feiT©«fflir* ^ci r *arie 
< 1 ) 712E < 6 ) o<r»rti*»cciew<Dt h-t/^a-t 

(9) Rb h^y *P-*;l>i£{*«fcb hBJVttMR*^ 
*>H**>A*£©|fflKe» (Kd)^ 1.0X10 

(iy0WT<D«ffl-C*SCi*«p»i-r5i«ia ( 1 ) T) 

m (6) <Dt>rn^ccifi«ot h^^P-^Ha** 

(10) R*S^iIg5E& (ka)^ t l.oxio 4 (VM.S 

ec)ja±o»ffl-c*4c^t»«iT*i(raa (7) ccia 

(11) ig»?S5t^SSa (kd)^ l.oxior 4 (l/se 
oaTO«0r*6Cit««itSI«E (8) CCIBIS 

(12) ttKJBStt (Kd)^ l.oxio" 00JUTO 
»fir*-5C tr^fTE (9) CClSttOt h-t 
y ^P— ^jUtai**-Ai{«<7>— ». 

(13) i^«SI5Ea (Kd) A*. i.oxia 9 CM)WTO 

»mv$>zct*:ftm±Tm& (12) ccisigot f 
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* s >? a - + ;HK{*£ fcJi*©— ». 

(14) W&mM& (Kd) i.OXior lB (M)WT 
0»fflr**Ci«:««<!:T*«r8a < 1 3) SCiaiSOb 
h ^ ✓ ? a - * 35 /c <D-%V. 

(15) »t h^e^^P-^^Jattit HBl¥tt»* 
)\,*>M&Z>'<*t<D&^&M& (ka) AS. 1.0 

x io 1 (iai. sec)ti±oafflr* & c i t r z>m ia 

(2 ) SfcttliMa (3) CclBi£<Db h * p-^;U5x 

(16) l£b b*s?a- + >l>m*tK Hff#»* 
^^^ii^V^^i^StaiSS^ (kd) rt\ l.O 
x io' 3 (i/Sec)ttT©ttfflr *S C <fc £1#Sft <bT ^iUIB 

(2 ) i/cCimia (3) KKtWDfc b*s9n-T)\,tii 

(17) Kb h*>>*n-*AH6«*&fc hSWtflR* 
Jl^>IMiI*>'<*<fc©fB(^» (Kd) l.oxio 

- 7 wuT<D&m?&zc tznmtrzmz <2> * 

fctemFia (3) CCi£tt<7)t H-ty^n-^tStWfcW: 

(18) I&S^iIg*g» (ka)^ l.oxio* (VM.S 

ecM±<o&a*'&zct*mk±-rzmt& ( i 5) cc 

leUtCDt h*^ ^P-^^Cif*^/c«^CD— 3$, ( 1 

9) SjSWSSKStfc (kd) a*. i.oxia 4 a/sec)J^ 
T©»ffl^a*ct*«*£T*m3a (i e> tcfe»«> 

b h*-/^o-^;Ha«E*/fc«*0— Sfc (2 0) 
l£&S8S^S (Kd)*«. l.OXicr'waT^Rffirft* 
C<k*«M»<!:r&lirsa (17) CCidtScDt h*y*a- 

(2 1) I*A?!*5e« (Kd) tfi s 1.0Xia»(M)J^TO 

&ffiT'&& c <h t«»i-r*BuK (20) cciaifcDb h 

* >> £ P — t ;Utait £ tc{**<D-W. 
(2 2) i£*?SISSfc (Kd) i.OXio- 19 (M)WT 
<D»flir**Ct«:»«ir4>iriB (2 1) CCKttOfc 

(2 3) b hSiJ¥«J®^^- : &>re«^>^^$fe{i^ 
(2 4) ttffllS^, fc htSf**ra£T*tt?J*frr4 

fe^ccb^^iT^mria (2 3) cciaaoinja. 

(2 5) SF7>X^-'; *#fc h«*LW»*s. h 
(2 4) KsatS<£*fflflSo 

(26) suets**, t ns<*tas*-r-5«***rr& 

-f^U K-vc*6Ci*W«irS8We (2 3) ccia 
(2 7) tth 5>^*i? hPiSWfcWsW. h 
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(2 6) tcgattcDMia. 

(28) ttflUBft*. H(®*K#-^FERM 8P-6390rsS8lj 

7 ) icgatsottiiB. 

(2 9) nmmfr, tbmvvtm*>\'*>nm*>'* 

*n<*<DmSft £ ^-KT^DNA^LXi*^ £)§£§{* ft a - 
KT£DNAaX>m?!P— *(DDNA, JfcttB^OD 

10 R«E*NeiB'C*&Ci«:»airS«rE (23) cciats 

(3 0) b H(l¥tt»*Jb*>|«il5r>^^*fctt* 
(D— SMCHJKtt*WT 5b h-ty ^P-^JHS**fc« 
-eCT)-Si5-C*or. SK&FSfc#^FERM 8P-6390ri^'J^ 

F-"^*»6iS£8*i*b h^^a-^U 

SB. 

(3 1) b bB\¥ftm*Jl>*>Mm$>'*9£tcte* 

Tie ( a ) sfctt ( b ) cDc>rn^ccfats<DT $ 

1 0 , E?J*# 1 2 . S3^J*# 1 4 . IE^J#^ 1 6 . IE 
&m*t 1 8 . 2 0 SO'ia^i#-^ 2 2^S8 

S*J; (b) KfJ#^4. ie^J#^6, KFU3r5f 

30 8 . ie^j#-^ i o . ib^j#^ i 2 . ie^j#-^ u. ie^j 

#^16. IH^iJ#^ 1 8 . E?iJf^2 0Mi^J#f2 
X*. aft^L < itttmz titer 5 ; ^#^r 

(3 2) b hBJ?«B*^*>H«5r>^^*ft:«* 
0—^(cSjfettft#rS*^^P-^^tA**/c(«© 

Tia (a ) (d ) cDi^rn^cctatsoT $ y^ia 

W: 

( a ) E?J## 2 4 . ffi?«J*^ 2 6 . IB»J##2 8 , SE 
3 0 , IB^JS^ 3 2 , 1E^J#-^ 3 4 . E^JS^ 3 
6, IS9»J#-^3 8, acffiB9J#^4 2^6tt*»^^« 

«n*t^rti^ i o(Die^j#-^tciats$n^r $ y^ie 

W*©7 5 y&#-St207}Mll7#@<DT $ y^ie^ij ; 
(b) K?J##4 0fcia4S$ft£T5. sWSffiW<Dr X 
^^#-^2o7bSrL5#gor h /iE^J : 
50 ( c ) IH^J#^2 4 . IB^J#^2 6 . K?«J#^2 8 . SE 
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3 0 , 1E?iJ#^ 3 2 . ge?ij#^ 3 4 . IS?»J#^ 3 
6. IS^J#-^3 8. &&&&mm 2*>6ft£»/>>6iS 

^ yg$#-^207!iMii7#@cor ^ ✓Kgeyijcc* 

(d) EJ>H»4 0CCE«3tl4TS-/|IEW*Or5 
-/»*"^207!>MllSSB®T S^MEJUGCfcur. lg 

(3 3 ) Rfc h*^^D-^;U!Sft(DMS|[^3-K-r 
*V««L D««Syj««©DNA*«. &*V3-30. 
[KLS^'JH6CC*^T^C<i:^1$SSt<i:T^)Byie < 1 ) 75M 
WE <2 2 ) <Dc>ma>(Cfgtt<Dt h*-/*a-^iU0t 

(3 4) Rfc h^e^^a-^-;Ufii(*CDM§«^n- KT 
6V«m D«ttER^J««ODNA^ &*VH4.16, 

wusc^jHeccftjfc-rscibiwairsttia ( 1 ) nm 

WE (2 2) ©urfia^CEttOk h^*P-fvMK 20 
{**/ttt*<D— SR. 

(3 5) Rt h-ty^o-^;Ha<*©ea«r3-KT 
fcVSRiftRtfJ i«(DDNA^, S^DRC15RO'3/c3CC 
fi*T*C±*«HR<i:T*WE ( 1 ) Tlillgfi (2 2) 

(3 6) BEt h*-/^D-^jHa*flr)»a*=i- KT 
5Vii, D««Syj««ODNA* V 3-30. 

Kl5SO'3A;3Cca*-r^C<b^»<!:T^mriE (1) ft 
MWE (2 2) cDi^-rn^ccfStgcDt h^r/ ?a-}-n/ 

(3 7) i£t b*s?u~-T)l'in&<Dni&**- K"T 
*V««L D««R^Ja«ODNA*s, &*VH4.16, 
d*i&C>*:)H64cS*u lost h^^n-^ufctfteD 
»lfl«r=J- K-rSV««R0fJ««<DDNA3W. &*DP 
ra.5SCX3A:3CCffi*T5Ccb«r«Fair5«rE ( 1 ) 75 
^WE (2 2) <DC^ftjfcKE*8<£b h^y^a-^ 
tK»£tcte*<D— 35. 40 

(3 8) me ( i ) tiswe (22) £fc«:wie ( 3 
o) amwe (37) o^rn^sstsot h-t/^u 

<t * ^ a, r * * SMWUMIi. 

(39) WE < 2 ) . WE < 3 > % WE < 1 5 ) 7S2 
WE ( 2 2 ) * fcttWE (30) 7iSWE (37)OU 

(4 0) ttEjKffiUStt^. «¥tHB*iHr>Ba4r> 50 
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> < * 6> <D * £ a OftfflCC$g®-r 
<DrfejHtCfflt^tliC<5:4-«pai'rsWE (39) CCE 

(4 1) RE3gffl/5«J#, JS/7iUi/^AUHiE<Dffej»«c 
«<.»6ft*C±*ft«<!:T*WE (3 9) CCEttOBS 

(42) ttEXHl&B!**. #8KOWWJ*^:tt^ra(c 
SC>6tl*Ci*W«i-r*WE (3 9) CCEttOEIR 

(4 3) MBXttftftfts. MS&';*^**/ctt£JI5tt 
MffiSO?fe*{CfflCi6^^C<!:*1$«<t-r*WE (3 
9 ) (CSBtKOEffidctt. 

(4 4) ttHttHlSftP. #^flMME»<D««W*A:W 
W»«C«l»6tl*Cd:«»»4"r«WE (3 9) tCBtt 

(45) ttBHHEioa*. zfemmo 

e ( 3 9 ) tciznvmwmtm. 
(4 6) ttKiHEJis^. mmv<DmwtRm*>i>*> 

C£*«p»<fcT£WE (3 9) lCEtS<0E3lffl«1». 

(47) ttsxtuKa^. jgM&vmmmic&mTz 

ffi«CDtfe»Ccmt^6^5C i*«F«iT5WE (39) 
KEtt<9EJfefiJ?SB5o 

(4 8) flaEtf»*. ftML *MSEB. W*^>^Ajfe 

c<h*»»i-r^WE (4 7) tczffi(Dmmmmwi. 

(49) SSIfflra^, J^»14<DHW*«C«.*Lr 
t^A#co«*«c«t»5ti^Ci*»»ir-5WE (3 

9 ) laznommmiszy*. 

(5 0) smmmtimw. »jh*/c««mcc*jw 
sffeftomaEecfflc^nscitwairswE (3 

9) CCEttOEIEfflJaft. 

(5 1) ttKaHEtitft**. JfcifiU* (sepsis) £tcte± 

MSL&fcfc&fcfm (sirs) ©jft«ecfflt^tiic<t* 

«F»<fcT*WE (3 8 ) tClElScDE^M^^o 
(52) ttKJRHJKflMs. ffi »; >lfcScDte£ECCffi l > 6 

n5ci*«atr*WE (3 9) tc&ww&mum 

ft. 

[0 02 8 ] 

-7^7s. 7vF, ac^ >J t>'^ J e^^ 
T7 5 </K£MeT&. (Clv/C) (Ala/ 
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a) T^^->. (Val/v) (Leu/L) n^5x 

>. (Ile/I) A yD^», (Ser/S> -fe'J>. (Th 
r/T) XU*.r.>. (AspXD) 7XA'7+">i. (Clu 
/E) SOU*5>BL ( Asn/N) r*^*7^>. (Glu/ 
Q) (Lvs/K) V^>, (Arq/R) T >\>*f 

(Cys/c) yXf-O, (Met/M) 

(Phe/F) 7 x ~JUr — (Tyr/Y) ^P^>. 

(Trp/W) h'j7*h"77>. (His/H) t 

(Pro/P) 7*P »;>„ 

[0029] **Wr(r^ rt hM¥tW***>RHi io 

(Parathyroid hormone- related protein (PTH 
-related protein, PTHrP) ; Parathyroid hormone-like 
protein (PTH-like protein, PTHLP) J Ift&Ltc 

£>/n*>7 (PTHrP) T'£>£. t hPTHrPiCte, 3 ft^COT 

^ciets^n^r ^ -/»e*»jot * sm&n 1 71^139© 

T 5 ^BBB9»J*WTSrTHrPa-i39) , RETUS^ 1 O 

r * ^88# 1 7^1410 r s ^Ki3?ijoi4i#aor 5 20 

~> (Ala) 3&Sfc^^J?> (His) iCg^o/cT^ 

mem* & PTHrPci-i4i), st>'i§Jieyu## 1 or ^ 

1 71Sl73©T 5 y^|S^J^WT^PTHrP(l-17 

hM¥«l«*^*>BBili'>^^iCtt^34a-S <Cr 
itical Reviews in Biochemistry and Molecular Biolo 
qy, Vol.26, p. 377-395, 1991; Bone Science, 

fet&®i$L&v*:tit><Dm%&m* (mz&) j . p. 322, 

011.34, 1995, «JM#JE <#£tf) ) o 

[0030] **w-e«5 rt hB^wm 30 
©§MJEM***U A*W«:tt57iMl 0 OfflOTS 

^57^5 oiora ywtfmzm-r *> t h pr^posa 
Srwrst hfmirPCDaj^se^^^n^o wjk 

t?««tt i'^i * OrSttgBfi ) * fctt t h PTHrP#*0 40 
PTHrP(2 5-34) i^o fc*SMWS£«HaSC £ ) 3&£ SO fc 

[0 03 H pmttft«*«»-r* 

MiS<b^X.^>n^PTHrP(l-34) (EM## 1 CCiEKStl 
£r S y^lS^JCDT * 1 7!jS3 4 ) *d>tt< <b 

Oils # ^ r> a jjLffi.ft*c!> jJiHt *rl*USti*«fc^«cpr 

HrPCl-74) <K^J*9 1 <OT H ^Wm^ 1 7^7 4 ) *>P 
TVIrP(109-13S) (E?iJ#^ 1 07 S ^if^ 1 75S138) 50 
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£>£2^3*l£ ( N. Enql.J. Med., Vol.322, p. 1106, 19 
S9) - 3 PTUrPte, Arq37*C^IR?^^t$ j $r^i^. Al 

a38r*&$€>PTHrPfc^$tl^C<fc^»l6tir*J0 (3. 
Biol. Chem. ,Vol.267, p. 18236, 1992) . *S9!CC;fe 

>ySh*c<bicJ:0 i-T *HaR«i»fill5PTrirPt Sir $ 

itfMI tC|ifl#T £ «« £ * A 6 *l £ PTHrP(75-S5) ( Exp . 

Physiol., Vol.75, p. 605, 1990) . TGFtfWEffl^W 
-r^4>Oi^^.^iaSPrHrP(l-36) (3. Clin. Invest., 

Vol.83, p. 1057, 1989) . ECHCPrHrPOOK^E^Jr 
*0«8#*ffllia«illHJf^ffl«rW-r5^^f-3r^^^> (oste 
ostatin) <h^«tl^PTHrP(107-rLL) aO'^R««i*:£ 
*PI*K: W#*BB*PMfP»**r 6 £ #*. IHHpt 

HrP(107-139) ( Endoc ri nol oqy , Vol.129, p. 3424, 199 
1) 

[0 0 3 2] 5 6Cc\ **MCCfaW5 rnj^flOBi^ju* 

Hrp*/c{i*o— »6csiEi4*wr-5iR»), mxitaMD 
[0033] c c-c rua^ciHi-or $ yiEW** 

f^t FPTHrF^|^l(*J &^fflH« % 3^«SMOb h PTHrP 

<t3iMW^m*<D^w«9iM*«r . ^r $ s 

»Kf»J*03»<10r 5 »* b< 55 1 7!jM1 OfiO 
r ^ ^tc^^ 0 < i* 1 7!?S5ilor ^ ^R^IB 

is, »ao<«i7bSi offlor <$cc^$u< 
«l 7!>S5fior ^ ^»^«uns n/cr 5 yRBWt* 

[0034] ^WCCfcW* fc h PTHrrti. ittr^iffl^ 

€» 0 k prHppo«^E?»j«. aar^^ttaww 

Ltct hPTHrP%^>A^^K»*3ft:ffl^ri8WCC« 
»tT S C cb CC cfc 0 IgiST* C <h # 

[0 03 5] rt v^y^xi—r^XK 

j */c« r^<D-5Pj icscott^Wt-^ 
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( 1 ) 712 < 2 2 ) * fcl* < 3 0 ) TbS < 3 7 ) <Dt>-f 

cr. r&nor^su fflSf^r^B^i 10 

U< 121 T^SfUQT S y&T£>£, ^AflQPTHrP^ 

^ttTs^Kowfrwsat (Xffe, im) 

tt. 1*7 s -'MEW* a- K-rt«SIBW*»»tttt:» 

©as^wscawt. «D©»<ai»afl«cae»Affi (site 5 

pecific mutagenesis) £Bil>T3t&K: J: D ^At £ C 
tfrVZZ (Proc. Natl. Acsd. Sci . USA, Vol.81, p. 
5662-5666, 1984) . 20 

[0036] cct, fb b*s *n-*jU!X(*j <fc 

tt. 4Asya?v >£ttjar*sM (hm> ©°rs:» 

^ (Variable reqion) SCPHMKaffiSfiWa (Constant 
Reqion) (LIS) 4>*JXKMR0 e Lfft<D5ES 

HUtur tt. b b K»2tdtZt b A«^Cf 6*1*. * 
Hfl^cDb h^ey ^a-^;Hn<*CCtJ, I ?G (iqCi, iq 

G2, I0C3, IqG4) . I gM, I gA <IqM, IqA2), I 
[0 0 3 7 ] *^Ok 

*;W*:>Ria*>^* (35.«(*. */t»». fflfS 

JS«±»**tf> »U<l«©-8, */c«!aMOtAJl 
tt*iB«E>*fcis5>©ai^tt1!!» KLH(kevhole 40 

limpet heroocvanin)fc<i:* ) iO^t^. !&gCCCtvD 
t7DOF7J/i^>h (Freund's Adiuvant) 
fc«c % 5 fcb h!R#£*£-r£J:5K:«£*- 

(«F£U<«:b rfiMftg£r<7>X^*^? *-7^X) 

( * 3Ln-~?Mte) to*>9\4W K-^SrSBIlL. 50 
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m&T £ 2 n - > £ miR-f h c <b ec J: o r Hit 2 ft £ . 
[0 03 8] $6iC^»^CC^TISCOct ; 5CC0r^T 

tt**^*>BJi*>><* <3*«S*. fflftf*. 

mm&*n&ztcito<Dm%tj;q!i'g k l H(kev 

hole limpet hemocvanin)^^) <t<D$£i5ty} (3>v^. 
y-h) ^B(C|£G - C7n-Y>hr^*^<> h <Fr 
eund's Adiuvant) '&&^T J: ^ & b hUii* 

[003 9 ] *-/^D-^iWR***»ttrt"*^-f K 
(Nature, Vol.256, p. 495-497, 1975) ^^-^tlCCi^D 

^^=^*/cttb h«(DPi?L«i«J. ck«9^^L<(i-r 

ox. Kfcttb ncfi*rssats*«*»oft 
[0040] mmM^cm^^tis^s-a-^mmtL 

X « . UD- ^*ffliaP3A63W«». 653 

(ATCC No. : CRL 1580) % P3/NS1A-Aq4-1 ( N S - 
1 ) . P3A63-Aq8.Ul ( P3U1) . SP2/0-Aql4 (Sp2/ 

(X Sp2) . NS0. PAI, F0*SC^iO«147, 7vhfi 
XU — V210RCY3-AQ.2 .3.. t Fi*^ XD-7U-2 

66AR1. Oa500-6TC-Al-2. UC729-6. CEM-AGR. D1RXL* 

«^.«R I A^E L I s Amom&ft&fflfemcj: 
^xmrn-fzc ice <£ o?f^c o c t&vn 

[0 04 1 ] F-^^O^^^ci'^Hnf* 
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[0 04 2] */c. SU'W^'J h'-^6b h*r>>* 
*1f-rx>^. 1997^4^^. *78I71I84I), 

T4»Biia«o»tt. wwPFRosnacf 

[004 3] S^ife^LTli, «*.«, Hm'lgife. MC 20 
DB15 3*gtfe & £ I # ;U •> A M E M *£ift^<D{g;*7 A 

H«i640B»*-5(r*ttRD*Sift?l©i«/;iU^^AS». a 

SFl04i£i6 (iStt) , EX-CELL620i£tfe (j&«R) £>£0>«:H 
YBRIDOVV-SFMtSttS flW*Cf 

E52f) . SU^^n^'J>^7A$>-6Waf 

[0044] r*^^o-^;uta(*©— 

Af*WtCteF(ab , ) 1 , Fab\ Fab . F v 
(variable fragment of antibody) % sFv, d s F 
v (disulphide stabi 1 i sedFv) &&l>fi£dAb (sinql 
e domain antibody) tPHifbtlh (x*X;\- h • 40 
b"x • • -r ^ k'jL— ■< v 9 * ^tt>V (Exp. 
Opin. Tner. Patents), S63£, SS5#. ^441-456 
H. 1996^) , 

[0045] CCr, rF(ab') 2 J SO' fFab'j <b». 
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tt) <fcC t (L».S«««) *»6fc£LI*, RtfV N (H 
MpsJKfiRtt) 4Cri (HI«E«««*a)TiaW) 4 

■< K.^OTi^rW^5tirfjlS2o<DFab , ^t >>>m 
«ro4# o fc 4><D J: 0 1 1 >Si<*:7 ^ y ^ > h * 

saa-rsci^r^s- L©a*77^> h^FCab') 

[0046] ^^MBOCfctt* riS^affiga ( k a ) J 

p-^jU£H*OSWSiM-v^*S^<DSi$ (gS) 

r^gf^jg^tsc (kd) j 40:. swas 
ftgEuSfftt &c S^f * ma 3 h S IS * -/ * a - jufnf* 
<DSW!JiJF>6<D^S!tCD^3 (US) ^^Ti^rMt 

rmmim (Kd) j <t«, he r &?&tigj^& <k 

d ) j fiiZm r#GXltO£& ( k a ) j fii-C^L,r^i6 

Wr^Ci^r*^**. Tp|R<DiW5e+ y h-C^^>Biacor 
eX (r7i/tA7T^rtt«) *fe«a©<D*y 

h^rlia^enSkaia, kdfflSO'KdffltiS 
^ l/M.Sec <*il/> ^^#a^-C*3 

ti2>. titers? a ~ + )l>mm*. kafi^^ 

[0047 ] $^TOt h-t / ^ o-t;HnWc(J. T 
ifi < 1) (3) 6C7j*3*i*<fc5fckaffl, kdffi* 

( 1 ) t hM¥t^s^^- : t>Hil^>^ , ^<hOtt-&«S 
m& (ka)#, l.0Xitf(VM.Sec)«±O»ffl. 
L< «1.0Xio 4 (i/M.Sec)W±<D^iii-C^>€>fc: h©J*JM* 

(2) fc bmWftBL*)l*>WMZ>'*9±omffi&& 
Satkd)^ i.oxicr 3 (vsec)«T. »*l/<«i. 
oxio- 4 cvsec)«TO»tt-C*4t hBJ¥««*iU*> 

(3) t hffl?#W*^>BBiS^>/^40IB(||Saa 
(Kd)*, i.oxior'(M)JMT, tt£ U< tti.oxao 
•(KOWT. J:0^l< 5ii.oxio- 9 MUT, 3 6ic 

L< tJl.OXior 19 CM)UT(7)»fii-C5>^t KS»j^^ 
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C0 04 8 3 J:0*(*WCC«. k a ffiClAi.se 

c)(coc>r(i, «5i.9xio 4 JSLtOt h^y^D-t;l/Ci 
6ti, S 6>tc*ftW6C(*JKji.9xio 4 7bSiRi.5 
xio s <Dt h*y^o-^;HKtt^*tf6^S. kdfS 
Cl/Sec)tCOC^rU, #J9.5Xio-»fcTF<Dt h^^^a- 
jHnf*##tf 6 ti . 5 6 CC AftffKC «*J6 . ox ior 6 7} 
M^39.5xia s (7)b h^y ^o-^HS(*^W6ti 
& 0 K d fit (M)CC i T , tts.4Xicr"fcTFOt 10 

ixio- lo ^3.4Xio- 15 cr)t h -ty ^a-^JUfa^* 
tffcil*. ±ai<^ka, kd&O'KdOS^OIB 

u r m c *) f# s c t ft^ffl <* ti h »» 5c o ^ r » « 
»ts. j^ffjcu*, rie < i > ( 3 ) <D 

(1 ) h hPTHrP, *<7>— ai*/t«KPmrp*^-r4« 

y^*t hPB*L»tt*ftiSr-5C<hCcJ:0»6n. sat 
(3) K*y^n-^;l.ta(*a*B3Mia*/ctt*y^ci 30 

< teniae- K-rsaer-ot^rti^— 

CCt PIS (3) Kli2lS<D*y *U-T)lVi»m£B 

m&teMm (&& :: Fm»%.wM) s*. bp*>. we ( i ) 

(DBffll&gfcte (2) <ZVW^'; H-v^I^ti*^ 
[0 04 9] #»B©fc: h^y^P-^JUffifl^fPSK 

tec >r utfflc^n&b hEif*j££ h * > 

(Nature Genetics, Vol.7, p. 13-21, 159 
4; Nature Genetics, Vol .15, p. 146-156, 1997 : 
4-504365-^^ ; »fl¥7-509137#£« ; B«1f^X> 
X, 6^, »40-f50I, 1 9 95^;SI£ffiSi 
£;gfIW09 4/2 5 5 8 ; Nature, Vol.368, 

p.856^859, 1994 ; 8i»S?6 - 5 0 0 2 3 3^£H» 50 
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[0050] ( i ) voxrtsttu^^o^'j >msB 
ite^ffio-^Cc < 6 <>— W*ffii5j«jft;tK:<fc o xftmis 

-f 4 c i *c 0 & ^ xrt -f a -/ y D ^ t; > fift jg 

(2) v^xrtaEtt-YA^yo^»;>s»ite-t-ffi<o^ 
o a*7 o x u^o^'i >^isiEe^ ( #cc #c 

(3) ggAXSllSft (Yeast artificial chromosome, 
YAC) ^^^-»«C«»Stl*J:^ttE^cite?-«:*» 

(4) YAd»cc«*3n^ < fc^«cg^:jte : f-*jlStt"5j« 

(5) 9U1S .( 1 ) 75S (4) (DSvtTV b^^^RU 

[005 1] Strict ^ d7T^7 h^^7X«, ^^X^SEtt 

^^t 1 -^ y • *13"r4 7 • -trU^V3> (Positive 
Neoative Selection; PNS) t ti^ik^m^ 
Ct&VZZ (B*£*t^X>X, 5^-^, p. 52-62, 199 

4). u^a^'j i<mmMte*m<Dmmv)*T%&it 

tt. HAtf, J««»L<ttC««0-». ^fctiJ^I 

h c t cc ct o itj&pifirc * ^>o 

[0052] r^>X^*^y ^-^^XtJ, h7>Xy 
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is~m=r. JS36 1-»408M. 1 9 9 0^ 

ii. Witt*. JEST^^^K^fta (blastcvst) CC&3fcT 

^HPRmtt (t >^r-> «7^7t 

(embryonic stem cell) t& t h -f A >> £*n 7' 'J > 

U- HStl/cE SfflJBSHAT-feU^g >a=tc J: 9 iSBQ 

>1"6 (Proc. Natl. Acad. Sci . USA, Vol.77, No. 12, 
PP.73SO-73S4, 1980 I *St#|^04, 873, 191-^^$g) . 

— ^ £*7^X£rf# £ 0 U-^f^n (heteroqeneic) 20 
XV^UDftflijCCfiEoT. (tomoqeneic) h^>X 

[0 0 5 3] ^JHllccfcw* rBSEfifi&n j ». 

m. wsso. sa«s«. smn. imrh. 

w. ttt»w. ttww. wftffli. SrWffl 

tom*> *>^z* (omommtm <o— ^xt t t 1> t^mm 

mm. *jfj. km. mui « 30 
»j, *^jhw. hn-m mm. 

I^FS^nff O.ltf c^f*/talffif*^10mqln{*/rrri 

*§{*£)?££ c: ft * <fc 0 &C?gft?£ /cti&fflT * C t &C<fc 0 

fel^tl kq^m^^O, 1 //q-lOOmqOSI^'C. »* 0 40 
<»50wq^50ma©«l^r. lB*fc0 1B^»ia4 

l^gRfi. #«*3Bfi)L #!MMlteir) *fcM:PK (ft 
[0 05 5] ^WO-t^^D-^JHSttS/cttElia 50 



2000-80100 

2S 

^Aifas. naffli/^v^ ai±tti«asffi. m (i?±S 
ffinik M5fM&. juamuB. #^m*s»s, w&tm 

(sepsis) . ^#14lftJ£K;Sffi«» (SIRS) , RC^fiy 

>ifiLim (ia«;>jfiii4< fiy>jHLttfcr*5>D«!!i 
*y*p-*jutsf*tt. oKjUioAKjaccmLLrt^ 

[0056] ttc. *^C0t h FTHr«CKl£tt*WT 
SKtt. ^^Fa>H8| ( ri/>h'a>8tt, BM21.095 

5. YM-175, CCP42446^^ ) * /cl« i 0 

x7*^7*>mufifbd«oia:#B. ^m7o 

[005 7 ] *mi<D*:S ^n— ^JUfa»*/ctt 

^5*atl3rc«f^ff03III#*, PTHrPtlnPTHrFex^ 
[0 05 8 ] SffiHfKCCj: AzfiLSCC^T ^> 
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5C<t£Cd: J )*fcftr£5 (3. Bone and Min. Res. , Vo 
1.8, p. 849-860, 1993) . SttHUCCf* 5 #7gfl?&C*tT 

«BI8Km^1B-231*/c!-iJI&B3ffliaA375*'CvB©2E'C^CC 

«MS£ic j: o r tmr z c ±cc «fc o tfcitT ^ci 

5(3. Clin. Invest., Vol.98, p. 1544-1549, 1996; C 
ancer Res., Vol.52, p. 5395-5399, 1992 ; 3. Bone Min. 
Res., Vol .3, Suppl.l, No. 92, 1993) . 10 

[0059] mo&temcitf-rz&mnm*. webm 

#5(3. Clin. Invest., Vol.98, p. 1544-1549, 199 
6) o fflB 1 ) (Rheumatoid Arthritis) RO^^M 

ttWffliffi (Osteoarthritis) CC#^ 

#r & 5 ( £»*»¥38»ok. r 12 ifeffi i r u 

-J . 1-2. p. 153-193, 1993, !gjl»f£) 0 
[0060] IfcjfiLffi (sepsis) *fctt£*14jfcfiBSSffi 
«» (sirs) tctt?Zfem$hmz, istpmrpt^o- 20 

9 teWT 5 C £ **r # 5 ( aBSWMli JH&BBWD96/391S4 

mens® >nu£tc*W5^s«imtt, pm-p^t 

^W098/1338S^£3B) o 
[0 0 6 1] 

WT5#, ^wgaaMKieashsmo^tcH 

[0 06 2] HJfiWIl t hSt*i*h7>^i;x-^ 

£h7>Xy^7 ^-7^X£Sg3&0/c (Nature Genet 
ics, Vol.7, p. 13-21, 1994; Nature Genetics, Vol.1 
5, p. 146-156, 1997; ^H^4-504365-^£$R : <&£k¥-7- 
50913 ?^&*fi ; B&VJX-yX, ^40-^5 
0E 1 9 9 5*; BRtUR&RW09 4/2 5585 
^?2t%t ; Nature, Vol .368, p. 856-859, 1994 ; R^Ri 
?6 -5 0 0 2 33^r«ci') . COt rtif*j^£r 
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[0 06 3] Hjfe#!2 b K FTHrPg^-^*^ KcDsftR 
<2-l> b h FTUrP(l-34) -ICHCD tSia 
t hPTHrPCDN^l-340l^J < PTHrPCl-34), IE^J#^ 
1 <DT* sm&m 7!jS3 4. ^>>>KflT5SW («) ) 

=*>^ 7*-^ 3 (5ml C0.1MOIVES, 0.9M 

ONaCl, pH4.7> 4«C3.2mq±fc£<fc5«CH») iKLH 
(keyhole limpet hemocvanin. 20mq/2ml H,0, b'T — * 
(PIERCERS) *»«JU EDC <l-Ethvl-3-(3-dimet 
hvlaminopropvl)carbodiimide, 35mq) ^flDx.. MfmT 

*«r3[5|aSr ( 300ml t? 3 8=*^ 600mTCl5WFPJJ. 500m 
VC2B*HJ) U »;>&«ffi«rat:**U P™rP(l-34;)-K; 
wrOt^y- h (2.7mq/rnl) £P3££0fc. f#6*ifcp 
■mrP(l-34)-KLH*aa<DHJ»«(Cai^&t r£tt*g£v 

[0064] < 2-2 > bh PTHrP(l-39)^ys-KLHCDs8§¥ 
b h PTHrPQl-39CDl2^J ( PTHrPCl-39) . iS?IJ#-Sf 1 <DT 
5 yg$#-^ 1 ftM3 9 ) CDC*»CCS/Xf >f >*«»D3 
i±/cIS^JPTHrPCl-39)-Cys ( 5mq, VWZZ&T 

m) ) »;>®^{ft« (lml) «C»*U 
Kr§f4fbKLH (lOmq/ml. PIERCE&iS) SrflOx.. ^^3. 

THrPCl-39)-Cvs-KLHr2>^ay- h (l.65mq/ml) £IE 
*{ 1/ /Co f# 6 n /cPTHrP(l-39)-Cvs-KLH^r^i£omS^ 

(*ffli> iim^, 

[0 06 5] H*fe«3 t hPTttrPCCJt-r^b h^y ^ 
n-7";Ufat*OS3» 

*±tt»ff. «66-^74I, 1 9 92^)M'i^ 
a->!K»jan»fpAn (3KJlCRW6»fE. 9tSHtt» 
ff, 1991« *6Cifitt3ti5<fc^tt-«aWffi6Cfi£ 

r'ISiJ L/ PTHrPC1^34)-KLH^ tc\ t FTHrP(l-39)-Cvs-KLH 

[0066] tFin(t!4F7>Xy^7^ 
(3 025) <D&*C£, PTHrP(l-34)-KLH (50m ff/25) 

7c^^ a > YTi/^^l/ b (Complete Freund's 
Adiuvant) tthdCV y fjty bfo&tt-fZCtlCj:*) 

mm (ob) ftisbfco »na*ffi*^ i apdiffccrattis 
ic^5^Miffflsaso :, ;>^*tpiffl)}acDgxf#cD4 0^03 

BBU(CPTHrP(l-34) ( 50aff/CE) £P)&CC ItMl 
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^V)X ^ xn--^P3/X63-AC8.653 (ATCC No. : CRL153 

D~Jl/4000£/ctt:# ? J U> y U n-;H500 ( Boehri 
nqer MannheimttSD *m>r*M8IK£Sti:5C ±«:<fc 
g^ttO'W^'J K-^*ff«0 /Co K— * 

(Diggte, 10^r^>JftJElfinS (Fetal Calf Serum, F 
CS) 47 S y 7"f-';>^^WTSHAT^WEX-CELL6 
20-HSFigtft (JRH Bioscience^) C 4 6C 

cfcOtfo/Co tnt hPTHrPt ^a-^tnf**:^ 

[0 067 ] b h*>>*P-^Ulfi(*£a=^ 

K--7<DelisaCc<J:£x^ »;-^ >^ 
JMTecai^* 4 *B<Delisak: «fc 9 . thftS^a^u 
>Slg <hl<*0 Mt hftffiya:7';>&«***U 
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*a->&i«*n->£It*>T : 1A12, 12A7, 1B3, IB 
4. 4B4. 5B12. Id, 1C1X 5C5, 1D2. 2D10. 15D9. 5E 
6, 16E12. 2F8, 11F1X 13F7. 1G7. 2C4, 3G4, 4G4 % 16 
C5, &£>'15H7 0 CCr, ^P->16G5«, ffiE^JSWCC 
*5t > r PTHrP(l-39)-Cvs-KLH^rftS^" £ C 4 CC J: «3 £ 

(Da^p->«<D;xcc$6^6#^ff»aT5c<h«cj: 

-**Cft«0fc. */c, lD5^0'lDH5at, f£j££>EUSA(C 
*5C»r»JBi 0rSl»fc-3">Xfafc hPTUrPty ^P>- 
:^;^ln^*-C£>£. ID5ttfc rPTHrP(l-34) K«flBft7 

^^^y ^n-^-;HS(*"C*0 . lDH«t h PTHrP(37-6 
7) CC^SffJ&^^^P-* iHR<*-C*S (Cli 
n. Chen., Vol.37, No. 10, p. 1781, 1991; J. Immunol. 
Methods, Vol.146, p. 33-42, 1992; Clin. Chem. , Vo 
1.37, No. 5, p. 678, 1991; J. Immunol. Methods, Vol. 
127, p. 109, 1990) . ID5&£>*lDll<b fcCC, f£j$CDELISA 

pto±*cc*fr*M*IKliec*jt»rtt, iD5»«i«rS14* 
ftS^. imi{*fl«WlrS14**L«r^. 

[0 06 8 ] 

[R 1 1 
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mi 







hIgH(Fc)0^tij 


hlaL( < Wtkitt 


N-B io-PTHiP( 1 -34) 


C-Bio-PTHrP( 1 -39)-Cys 


JD5(lOOng/ml) 


448-2371 


0.04-0.05 


389-1730 


700—1640 


1B3 


1508 


4.00 


1707 


1712 


12A7-1 


1638 


3.68 


1485 


1870 


12A7-8 


1253 


3.89 


1002 


1391 


12A7-9 


1360 


3.83 


1133 


1423 


1B3-1 


1218 


3.71 


1133 


1483 | 


1B3-6 


1176 


3.96 


1186 


1411 


1B3-9 


1223 


3.68 


1135 


1385 


IB4-7 


1189 


3.86 


1147 


3546 | 


IB4-10 


1155 


3.81 


1155 


1462 j 


11FU 


1078 


3.14 


685 


1252 




1162 


3.62 


1267 


3340 ] 


2D10 


1192 


3.94 


1271 


1331 


15D9 


1124 


3.46 


1184 


1353 


3G4 


1122 


4.11 


1279 


1357 


2F8 


1162, 1135 


3.81, 3.91 


1282, 1316 


1371. 1457 | 


4B4 


1133 


4.09 


1256 


3438 | 


15H7 


1133 


4.00 


1375 


1450 | 


1D2 


1138 


3.87 


1366 


1480 


1C11-6 


1081 


3.20 


1286 


3452 



[0 069] [JS2] 
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*2 





EUSA(C J: ^ai5£fif* 




WgLU)<D«ttS 


N-Bio-PTHiP(l-34) 


C-BioFTHrP(l-39>Cys 


Iks J \ I wii^yiiJi^ 


448—2371 


0.04—0.05 


389—1730 


700—1640 


1C11-12 


1118 


3.38 


1275 


1461 


1C1-3 


1391 


3.75 


1761 


1750 


1CI-13 


2348 


3.14 


1996 


2135 


15D9-13 


1640 


3.83 


1640 


1704 


15D9-9 


1454 


3.81 


1518 


1644 


15D9-2 


1634 


3.48 


1521 


1633 


2G4 


1760 


3.89 


1550 


1629 


5B12 


1748 


3.92 


1576 


1689 


16E12 


1783 


3.94 


1637 


1645 


4G4-14 


1667 


4.00 


1630 


1 1 »>*+ 


1A12 


1405 


4.00 


1559 


1688 


1G7 


1394 


4.00 


1355 


1595 


16E12-5 i 


1424 


4.00 


1515 


1604 


3G4-9 i 


1472 


4.00 


1585 


1342 


16E12-11 


1478 


4.00 


1619 


1712 


3G4-3 


1427 


4.00 


1554 


1666 


3G4-7 


1501 


4.00 


1738 


1795 


1G7-1 


1231 


4.20 


1298 


1498 


16E12-6 


971 


4.00 


1252 


1340 


1G7-16 


960 


4.00 


1139 


1314 



±m (souv ^flo^ v MaTr2flfiniHics-ttfca. 

S^xM/*. PBS-TC3® tit&Ltc. ^'C, Zt^ls 
(Biotin) V&MUtC+^tfct. h IqC(Fc)!ni* (EY Labo 
ratoriesttS{) £PBS-Tri,(X>Of§CC##?D/c?§^ (50/u 

70P7'U-h^. PBS~TT3(Hii7c# 

l/7>7t'^>-|3-^7^ (Streptoavidi 
r>~/3-qalactosidase. SO/il/^xJk Gibco BRLttM) 

*&^x.>\, tern*.. muTv i &m<4 

fc. 

[007 3] TOn7'l/- h£. PBS-TC4iagt^ 
ft, SWififftffi ClOOnMDNaCl. UiMCDMqCli , lOmMO l ) 

(NaRtfK*£fT) . BSA(Unq/ml)) (pH7. 
0) "C#RL / te5mq/ral<04 - -rf ■> If? x 'J 

-/3-D - 27-7 9 bisF ( 4-Meth vl -umbel 1 i f ervl -£ -0 
-qalactoside. lOOul/^xJk SiqmattiS!) £&Ox 

xJUC. 2M£>Na,CD, ( 21.2q/200mk 50ul/^*;U) * 
JPit % SJ£«±at>Al. &g460nm (Ajg: 355rm) tO^ 



[0 07 0] ^n^(Drtc7> io^/7-y K-V^n- 

>lB3-9-16*. T«10?6fll 6B^ril^jgm«X 
^FISlMfFERM BP-6390) Q 

[0 07 1] <^i> t hft«*n (iqH) 

t hPTHrP(l-34)<h^^';Uy^> (OVA, t/^vitlj) £ 
^6^§3>yay- h (fc h PTHrP(l-34)-0/A ; 25—5 
0/iq/ml, 50al/^^^) ELISAffl 96^ V A 9 P 7* U 

- h (sumilonH:£() og-^xjucttix, ^Mr2B#ra 40 

/>^a^-hl. t hPrHrP(l-34)-OVA£v-Y £P7* 
hCORSS-frfc. ±««rltr. 0.05%Tween 

^ + >y^H (lOOul. 0.5%'i7^lia7;l'7 P 5> 

( bsa) ^^tTSpbs-t) *ftiitSfflri.5RJl«l-<>* 

a^-M, t hPrHrPCl-34)-CN/^IS^trC^lia5 
fc e C<D<£^CL,T, S^x^^rt hPTHrP(l-34)-CVA 
[007 2 ] «9xJMC» &*<D^47V K-v<D*g« 50 



(20) 



2000-80100 
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(Labsvstems/^S^ttli) -CMSLfc. &*>\ *tflS<0 
tat hPTHrrey *P-^Jt,*n#£LT. bhPTHrPCl-3 
4) SCWSWfev^^-ty ^n-^;USittl D5 (lOOnq 
/ml) (Clin. Chen., Vol.37, No. 10, p. 1781, 1991; 
3. Immunol. Methods, Vol.146, p. 33-42, 1992; Clin. 

Chem., Vol.37, No. 5, p.67S, 1991; J. Immunol. Met 
hods, Vol.127, p. 109, 1990) «rffil>fc. **fBB(DHR 

sc*ji»r». b*^>«atn(*<»;Lr* tf**>«a»+> 

¥in^^XIqC(H+A;)ta» (T> • 3-1/7 *X 10 

•tts) *flll»fc. 

[0074] <4-2> t h^$^a^U>Si|l>c (iqL 

b hPTHrPCl-34)i*^<JU^5 > (OVA. >^vf±gi) £ 
^^>^C^>3>>? h <fc h PTHrP(l-34)-CVA ; 1.25 

Uff/*}xJU) £. ELISttt9GK-7>( ZUVis- V (Nunc 
-Immuno Plate, Jo % □ ^No. #4 39454) 0D&^ x ;UC?JD 
x.. m.WC2B$ffi O^a^-hL, PmrP(l-34)£^ 

>K«W« ( PBsyegfejfrgL & ^ * jUc p ^ * > £/K 20 

2B$IHW:>* a^c- h L, t h PrHrPCl-34)-CVA*s*S^ 
Lrt»tcc*gwa*:/n?2Lfc. ££x;i/^ o.os^t 

ween20£SWT& »; >^fgfJj?K (PBS, 200m 1) r3@ 
*#Lfc. CCfcSKLT. &<y*J\s&t rPrHrP(l~3 
4)-0VA -Cn-r^^lfcT^^a^U- rSrfBKL 

CO 0 7 5 ] *^xJUC. S^O/n^^'J F-708t 
±m (50/zl) £flDx.> 2B*BBJSJB3-&/t«. 

0.05%©Tween20*SW-r-S U (200/xl) 30 

V3M fcfrLtc. &0*;UK:, &M4tm^ (p 

eroxidase) rSiaLfc-r^Sib HqjcCE» (l,000(S« 
50111/^*)^ PROTOSttS. *7*P^No.726) * 

frux-> StSTT 1 BSIBK h Ltc 0 v^^aT* 

L-h£ k 0.05Xr«een20*d*Ti';>WI8»«r3H 

ftrfrf*. (ioomi/^^jI/ : £x>®l/»j 

>ffi*£ffi?g(pH5.0, 50ml) , ^il/F7i^l/>yTi> 
(0-Phenylenedl amine, OPD; 20mq) , 30%jg^ft7K^^K 

(i5Mi) ) *&^*Mctm%., MTt2o^ri-/> 

h b/c 0 40 

CO 07 6 J ;£i>r. 2rt»» (soul) «r*o*;uccfln 

X., Kl£*.ita&fc. 2ftft490nmr<D»j6K«:7il/3j"OX 
^t>7^q7'^ij-^ (Labsystems/AB^l 
«) r»I*l/fc, fc*5. »BM>lak hPTHrP^y^a- 
^Mntti LT, b hPTHrP(l-34) (C^^V-)Xt 
-/^n-^WSttL D5 (I00nq/ml) (Clin. Chem., V 
ol. 37, No. 10, p. 1781, 1991; J. Immunol. Methods, V 
01.146, p. 33-42, 1992; Clin. Chem., Vol.37, No.5 t 
p. 678, 1991; J. Immunol. Methods, Vol.127, p. 109, 
1990) SrfflCi/c. **fJHOS0RCC4st»rw, 2*!a*i 50 
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L"t. -^l/t-^Xlq/efiif* (Southern Biotechnoloqv 
[007 7] < 4-3> N-BiO-PTMrP^rfflC^C b r FmrP 

^>i*afft«r#«?L//c^4 r iAt rIqC(Fc)fix(* (2.4/u 
q/ml, 50^1/^ x;U t Orqanon TeknikattU) £. ELISA 
^967\-7-T fQ^- h (NuncttH) (0£^*;UCCfln 
x., Iiat2»B ^>^^^-f. L t^Cit hloGCF 

4ft r , 0 . 05%Tween2 0^W > Btttffift ( PBS-T)r 3 @ 

8fci£f£. ^ ^ccr/a y ytit^ (2ooui, o.s?^ 
^lUuBTJU:/* > (BSA) SrSST-SPBS-T) *JDxSil 

IS^Lr^&i^&^p ? *L/c 0 
[0 07 8 ] PBS-T (0.05^>Tween204^ 

Sr*y>BttM5SL 200wl> "C3Hi5fe»U/c. COJ: 
^tcLT, SOxiUtlr^JSb HttC(FO»» ^-f 
*>^Lfcv>f *d:7l- r *fE8lLfc. S-»x;U<c. 

»±r» (5o/ii) *Jna. % MTr2B*H^3«fc 
fft. S^*^*. PBS-rc3[ei Strife, t ^ 

^^jg (N30 £k*^> (Biotin) r«»Lfcb h PT 
HrP(l-34) (UT. N-Bio-PTHrP(l-34)i»T5^^^> 
i> B Peninsula laboratories}! 8) ©7 , P^>^1 
(l00nq/ml t SOU W * fc) -S^x;KCttI 

[007 9 ] Y>^^L^-^ 3 >CD^. -74>?uy'i>- 

H. PBS-Tr3HiSfe»«. 2mMOMqCl I €r^tf^a -7 + 
V^KSI-ClO.OOOlSCCftlRO/cX hU7"F7t'>?>-^ 
-tl^Z his&~ fe* (Streptoavidin-/3-qalactosidas 
e. 5 0wl/^x;l/, Gibco BRL?±i^) (C^D 

-h£. PB5-Tr3@Sfe»a, (lOOmMONaC 

I. lirMDMqO^ lOnM0>V>§mm&i (NaftO'K^:^ 
W) > BSAClmoXml)) (pH7.0) L/c 5mq/ml04 - 

^^^-^>^i;7^ 'j;U-/3-D-/7'^^ K (4 
-Methvl-umbeniferyl-/3-[>-qalactoside, 100 u 1/^ 
xiU, Siqma&iS) ^:-&^ x ;UtC/J0x., ISTt2 0» 

a^C— h L/C, §^7x;UCC, 2M^>Na 4 CO J (21.2 
q/200ml. 50/i 1/^ ^ ;l) ^»X.. HJBtJt«>3t. 
460nm (fflS: 355nm) rCD^^S^ □ X * + > 

7^i7D7'l/-MJ-^- (Labsvstems/^:B*tt») 
■Cfl'JS LA:. ^C*5, ^tftSOKb hPTHrFerX^p-^;U 
ttf*iLr. b rPTHrP(l-34) CC#W^^-7 ^ X V 
P-^;U!a(*1 D5 (lOOnq/ml) (Clin. Chen., Vol . 3 

7, No. 10, p. 1781, 1991; J. Immunol. Methods, Vol.1 
46, p. 33-42, 1992 ; Clin. Chem., Vol.37, No. 5, p. 67 

8, 1991; J. Immunol. Methods, Vol.127, p. 109, 199 
0) £fl§t>fc. *1tim<Dl&mci<5^X\t. zi-7-4>i> 
ta{*£LT. 1**"tn:v^XIqC(Fc)£iffc (Orqanon Tokni 
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kattK) im^tc. 

[0 08 0] <4-4> C-Bio-PTHrP*:^l^ct: h PTHrP 
l?KH«S W < 4-3> Is fcN-Bio-PTHrP(l-34) <DfK 

T ^ IS U /c C- B i o-PTH r P(l- 39) -Cvs ( CysCD SHS £ L r 

srgen*6«<4-3>irat8tcLr?To/c. 

[0081] XIBM 5 SXSlCttOBBg 
WE*ttffl<«>«C*tt*TJH<f»fcfc h PmrP(l-34)-OVA 10 
^>¥tnb hlQ/ctntoOROtC. h PRiCl-34) 

(ie?ij#^2 ) RO'i^tat hIqH(Fc)ifi*£fl§C>*C 
<t«Wi±-CBiaKD»fP*ff ^«MKtBJR (Pfcroxidas * 

S3 



ttM 2000-80 100 
40 

*e) «BfcELiSAic<fc9, mnMt&9tv»tcm*<o>*Jz/o 
K-v*ia^T4fc HJnfc h FTHrFe -/ * P -^iUCttt 

CC §^©t hint hFTOrP-ty ^D-^-JUta^COt hp 

t^f+'tnt hlq/cta(*OR0CC-^^ett h IqHCFc)$i 

ftCDL hfnt: hPTHrP^t^^n-^JUtn:^^, t h FTHrP 

[0 08 2 ] 
C*3] 











fc hPTHrP 


hPTH 




t hPTHrP 


£ hPTH 


IB3 


4.00 


0.125 


1C11-12 


4.00 


0.112 


12A7-1 


4.183 


0.121 


1C1-3 


4.00 


0.154 


12A7-8 


4.00 


0.087 


1C1-13 


4.00 


0.108 


12A7-9 


4.078 


0.109 


15D9-13 


4.128 


0.122 


IB3-1 


4.00 


0.078 | 


I 15D9-9 


4.00 


0.129 


1B3-6 


4.00 


0.1 1 1 


15D9-2 


i 4.00 


0.118 1 


| 1B3-9 


4.00 


0.079 ; 


1 2G4 


4.00 


0.154 


LB4-7 


4.00 


0.165 


5B12 


4.197 


0.137 


1B4-10 


4.00 


0.114 


16EI2 


4.195 


0.166 


UFll 


4.00 


0.118 


1A12 


4.00 


0.134 


1C1 


4.00 


0.107 


1G7 


4.00 


0.135 


2D10 


4.00 


0.123 


16E12-5 


4.00 


0.161 


15D9 


4.00 


0.106 


3G4-9 


4.00 


0.105 


3G4 


4.00 


0.091 


16E12-11 


4.00 


0.165 


in 


4.00 


0.098 


3G4-3 


4.00 


0.137 j 


4B4 


4.00 


0.106 


3G4-7 


4.00 


0.146 


15H7 


4.00 


0.124 


1G7-1 


4.00 


0.174 


1D2 


4.00 


0.155 


16E12-6 


4.00 


0.131 


1C11-6 


4.00 


0.111 


1G7-16 


4.00 


0.114 



[008 31^6 *s*&-T>ltKt*<Dl1ttl - ^<D!SttjS£» ( u q/ml) *«4CC7j*0fc o 

aajo-Y>trhoKii{cfflc»*te*(c, mt&W4vmm coos 4] 
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(22) 

SI 4 



*$&8 2 0 0 0 - 8 0 1 0 0 
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%/xn I ) 


tttt*B-Jr* 


(fit g/m 1 ) 


1B3 


7.5 


1C1M2 


9.3 


12A7-1 


27.8 


1C1-3 


22.2 


12A7-8 


12.7 


1C1-13 


4.5 


12A7-9 


| 31.6 


15D9-13 


7.8 


! IB3-1 


16.7 


15D9-9 


9.3 


IB3-6 


45.0 


15D9-2 


6.3 


1B3-9 


10.7 


2G4 


30.3 


1B4-7 


163 


5B12 


26.7 


1B4-10 


30.7 


16E12 


44.8 


1 1FI 1 


3.4 


1A12 


19.0 


1C1 


7.6 


1G7 


33.5 


2D10 


17.5 


| 16E12-5 


51.1 


15D9 


5.5 


f 3G4-9 


22.2 


3G4 


9.6 


16E12-11 


53.8 i 


2F8 


23.7 


3G4-3 


48.7 I 


4B4 


30.8 


3G4-7 


40.6 


15H7 


24.9 II 1G7-1 


12.1 


ID2 


67.9 16E12-6 


36.1 


IC11-6 


5.5 | 1G7-16 


13.0 



8) (0.9ml) fcjna.. MW&Z blC&C&tt (I400rpm, 

2»> ore* &>ct±m&y 4)\>z~vtimLtcm. 

*lf$*g (SOOmM^N^HPQ, , 5CmVtf>KH, PO* . pH8.7) (0.1 

rgtoili^^. »;>M«»«r«#?U fchCIkFpmrP 
[008 7 ] H*S^7 fc h!Sb b PTHrPt ./ ^ u - :T 

f^irrf-u- h^^^-Hf (AC) 

fe'C (PLC) *K?§ffcL«»3|«iattO««iR%R 
«T£fim SfcW»r«if-f 9<f9*AMP (cAM 

£COf¥MW*lf6*l3 (Crit. Rev. Biochem. Mol . B 
iol. f Vol.26, No. 3-4, p. 377, 1991) . cAMPte. MIS 

6om$s wu^>2/t-) €r*Bi»art«:eir5a 

-ccJ:SS/^juc«#ot, *©*£*s±*u lata 
[0 08 8]$a»m »8ar»fci^otnsth 



[0085] 109^4 SsttJBJttill (Fetal Calf Serun, 
FCS) i7S ^7*^y>%^#T£HAT^WEX-CEL 
L-620-HSFigtte ORH BioscienceflK) ^reSb^ 
fO'W^'J h*-v<Dig«±» (3O~40m1/50ml^- 

^rflOx., ( 2CmMCDKHj PO« , lSOmM^Na, HP 30 

(\Rl?154ntXDHaC). pH7.6) ^^COS^^O / > A 

(rProtein A Fast Flow, 0.2ml, IqOSRVS : 35mq/ml 

y;k 7 7^->7tt») i5*cr 5 B^rHia»*r 

SC<tCC<£9, **©«it±»*CCa***la<**Prx>t 
ein AtC?R»3-tf/Co (3,000 
rpm, 10#) j*4>±?f«:ttT, ISffiffl! ( 20mMCDN 

aPi, l50mMZ>NaCl, pH6.0) (10ml) £8SJjnU *S#± 
»^CCS*tl*^^IqC«r«fflSl*yfc. 3<l>#8t (3,000 
rpm, 10»> 5&fr±« (^^IqO&^aj^nri^ 

&) ISfiffig (20mMCDNaPi, 150mV*DNaCl , pH6. 40 

0) (lOnl) £?£flDLfcf&. 3£tcaU>#» (3,000rpm, 

*C$®?$ (20nM£>NaPi, 150irME>NaCI , pH6.0) (0.65m 

1) £2®)ta*®ftll/fcf&. l.SmlW^n^-^tt^ 

[0 o 8 6 ] &*(D-7>f ^n^^ -:rcc-3t,>T. j^t<d 
««2*:171M3Iim>. t httt hrxurrts 

<i4,ooorpm, z») L», Jb«£J#T, &m*£ffi« 
(77mWDNa I HPa , 67mMD^X>gt, lSCmMCDNaCl , pH3. 50 
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l,tc. lox^telliliu* (fcs) **RP*ui640*gife££tr 

247\v^ * >r z-vxs- hie?? h^mmmmwm 

R106 (ATCC CRL-1661) ( 1 X10 4 f@/0 * ) 
3 BWS&Ltc &^^^^RPMIl640tgife-C^L^c 
f£. <8SSRPMI1640Sitt (PPMIl640igtfelOOml*(C, 0.156 
^'>m?ST^^^> ( BSA) *100ma lmMCDlBM< (cAMP 

»»BSRfflWPffl«rW-rS. i/^vttH) *22.2mo£^ 
t?) £ 1 ml/ 1 ? xJHIgrM, 37 Q Cr205>iS*lx/c o 

b r PTHrP ( lOnq/ml ) ^ CD b r ta b r FT 

HrP*-^ ^O-^^fitft (0.3, 1.0*fc5*5.0/ig/ml) £ 10 
^Sf -5lO%FCS^WRPMI1640t^i& (FTHrP<tin(*^ttJL 
r^»T 1 KSfPbIOKTS*. 0.5mV^x;b) CCXftU 37 

*fftl/"C. 3mMtfi&£^fr9556i*^-^ (0.25*1/^ 

V>y r )V*&mZl*tc'i& c^WP&WEIA* v r (Amersha 

^Lfc 0 20 
[0089] ^"TnOb rftb r PTHrPt S 9U-+)\, 
ft{*£^£Tb hPrHrP(l>34)(7)^^:^tftgtfe%ffil*T 

flScDftb hPTHrP^^^n-^^ta^i 0"C, b f- PTHrP 
(1-34) JC^W^"7^X^y^n-^;b5if*l D5 
(tf^-T-* ^=J> r a-/U) afei^CCb hPTHrP(37-67) 

KltSWtt^x^^n-^iUffifla D 1 l 

w ^r3> ha-;U) (Clin. Chem., Vol. 37, No. 10, p. 
1781, 1991; J. Immunol. Methods, Vol.146, p. 33-42, 
1992 ; Clin. Chen., Vol.37, No. 5, p. 678, 1991 : 3 . 30 
Immunol. Methods, Vol.127, p. 109, 1990) ZM^tc* 

mmzm i ib^ms cc^l/c 0 

[0 09 0] C©K«tt*fr6. Ir^not rtfib hPT 
HrP^y ^a-^JUfiM**, PTHrP$??ff#ffiflfcrtcAMP(D± 
**«KCtt*»U b hPTHr«7>f¥ffl*«j!6W«CW*IT 

[0 091] ^IJ5£#)8 b hlab r PTHrPt ✓ * D 

fW&L/ci*^ . PTHrP«, PTH<h[Hj«(DPT>^^. EP 

*>. wc^c^rtt^iffliacc^fflLr (#3?*fcm:j:& 40 
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5»R*tflFffi : &W0"Ct*£ (Brown, E.M., Homeostatic 
mechanisms requlatinq extracellularand intracellu 

lar calcium metabolism, in The parathyroids, p. 19, 
1994, Raven press, New York) , ♦SR'CIJ. H?K"C 

fffcfl^Ob hint hPHHrFt^ t>U-±)l>V\&<D, b 
hPTHrTOfPffl(D*CTO/c*CC«ffiMCCflft< S£©fflfc 

£ 4 PTHrP(*fflfltt#&^^ 

[0 09 2 ] ttJBl 5B@OlCR-7^X (4-8E/IS 

*(50aCi/E) ^STS^Ofc. &^€>7B?&. ©r 
£fiP (6-7B») O£e(D3lIl#*«fflWCCK0fcU. 
BG-Jbig^ (GibCO BRLttSO 4 3 r248#ra1fI^#L//c 9 # 
tg*4**#T. b h PTHrTO N*«l-34CDSe^J ( PTH 
rPCl-34). IB^J## 1 ©7 * ^S$#^ 1 4 . ^ 

*YW2im («) ) (10nq/ml) fttfCCS^Ob hJnb 

hPT^r^ey ^n-^;l/Cx(* (o.i, i.o, io$tcteiQOu 

q/ml) £^t?BG-Dbt2ife (GibCO BRLt±£D 

tc 0 4mr$<Dt*mk. miztmwkwot r pTHrPci-34) 

M'thtxt hPTWrP^y^n-^JUCi(*^^«fiCC 
SflttU S66C4«Bie«Lfc. JgftfS. £ifc*&c>*3l 
H#* (2NttM-C60'C24B*|B«iaur?glKl//c) 

[0093] l^ncDb htab Y PTHrP*: s f U - i* )l> 
in^^^Tb hPTHrP(l-34)(D^^^ett& ; l:fflt>r 

KSCDinb hPTHrFey ^ a - ^;Utaf* <b It, b h PTHrP 
(i-34) ecwaw^c^^x^^^a-^juts*! D5 

(^r^3>FD-^) I^Ct hPTHrP(37-67) 

ccttaOTtt^^x^y^u-^Ji/lS*! D 1 1 

^^3>hn-;U) (Clin. Chem., Vol.37, No. 10, p. 
1781, 1991; J. Immunol. Methods, Vol.146, p. 33-42, 
1992; Clin. Chem., Vol.37, No. 5, p. 678, 1991; 3. 
Immunol. Methods, Vol.127, p. 109, 1990) £ffH>/c. 

#T*tnf*»K (iQo) ^5(C^l/c 4 
[0094] 
[^5] 
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I C 50 {fx g/rn 1 ) 


ids wywwyv-p) 


0.2-1.0 


2F8-10-3 


1 


1C1-3 


!I™ 2 




3 


15H7-S-3 


3 


16E12-6 


3 


5B12-16-12 


3 ' 


4B4-6-21 


4 


3G4-3 


4 


j 2G4- 12-20 


8 


1B4-10-13 


1 1 



[0 09 5] mmffl9 * J Z a-*- >ltfH*<DtKmiClti 

i ofteanett (ka), Bestiig^gt 
( k d ) &mcmmm$i ( k d ) mjR©«** * h 

r&6BiacoreX (T 7*/t r;Uvt/Tl±K) 
■fe>1^-^ ? ^'MDH^i. -fe>-^-^^ -7*<D^M«:tS 

SStiri^^U^^^U^X h^> (CM) 30 

T£*7;i^*:>;ugK:. »;>*7-«:/rL/T fc rPTHrP(i- 

39)-CvsO^Xr^>^S*5Wf ^^Jl/^^HS (SH 

[0 0 9 6 3 * * biCttm<Dy&— feJH (Flow Cell 
1) Ct, 0.0lM(7)HEPES&ffi?K (O.lSMCDNaCl. 3mMZ)EDTA 
aC^0.0053fltDI»H*gttJHP2O€:Sir. pH7.4) * 5 tf l/# 
"C$£U 100ul£>0.05M NHS (KWiydroxysuccinimide) 
/"0.2M EDC (^Et^yl-N '-(dimethyl ami nop ropyl)carbod 
iimido) *8SJ)DU. ^StC»S^ (,> 

*CM(D#JU#*S^I,a*^{tS*fc. &C»"0. 100 40 
MlO80mM FDEA ( 2-(2-pvri<tinylcti thio)ethaneamine) 

/o.im &*>m&mm (dhs.s) *sajnu shsokje* 

*WSSSS4«A0/c. <?6K, 8Ml<Dluq/ml b h FT 
HrP<l-39)-Cys/lGmM h *) (pH5.0) 

£^Jjnt"£C£{C<£9 t hPT>HrP(l-39)-Cys4-fe>-^-* 



^^^CHSffcOfc. BSftSttfcfc hPT>HrPCl-39)-Cv 
s<OW\t. 45RU (resonance unit) V$>r>tc 0 * 
/XfcWSSgte, 100 Ai lC7>50mM 4 >/lM NaCl/0, 

lMWh^AM (pH4.3) 4i^ttj*r^C<bCC<fc 

[009 7] U^r U>X<LUr(D^n-'feJl/2 (Flow 
Cell 2) t hPTHrP(l-39)-Cys(DK^0CC^Xx^ 

th^SZU-i-Jllfii* (20^60juq/ml. 60m1) £/t 

<^n->>2F3-10-3, 1C1-3, 1B3-9-16, 15H7-S-3, 1 
6E12-6, 5812-16-12, 4B4-6-21, 2C4-12-20, &£N'lB4-l 
0-13 

<*HSBK<*>t rPTHrP(l-34) CCeSWtt^^X*^^ 
O — ?-;HK<*l D5 (Clin. Chem.,Vol.37, No. 10, p.l 
781, 1991; J. Immunol. Methods, Vol.146, p. 33^2, 
1992; Clin. Chem. , Vol.37, No. 5, p. 678, 1991; J. I 
rrrnunol. Methods, Vol. 127, p. 109, 1990) 

^A(D^-*&cg^#. +7hicWHKDIB»fy7F (bi 
Aevaluation3.l) £fflC>T % *S^iSltffi« (ka) . W 
8liISS©E (kd) RO'«8EE» (Kd) ^I«L/c. 

[0 09 8] 
C*6] 
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(25) 
£6 



^^2000-80 100 
4S 





k a 
(1/M.Sec) 


k d 

Cl/Sec) 


Kd 

(M) 


H>5 (3^0-*) 


5.1 X10 4 


4.4 XIO' 5 


8.6X10* 10 


2F8-IO-3 


5.3 X10 4 


6.0 XIO" 6 


1.1 XIO" 10 


1C1-3 


4.0X10 4 


7.IX10* 6 


1.8X10" 10 


1B3-9-16 


4.4X10 4 


2.6 XIO" 5 


5.9X10" 10 


15H7-8-3 


1.9X10 4 


1.6X10 5 


8.4X10" 10 


16E12-6 


2.9 X10 4 


2.2 XIO" 5 


7.6X10* 10 


5B12-16-12 


6.4X10 4 


1.7X10" 5 


2.7 XIO" 10 


4B4-6-21 


1.5XI0 5 


9.5 XIO 5 


6.3 XIO" 10 


2G4- 12-20 


7.8 XIO 4 


2.1 XIO" 5 


2.7X10" 10 


1B4-10-13 


5.0X10 4 


1.3X10" 5 


2.6X10" 10 



[0099] mmm i o ite^ le^jso'r $ smmn 

Mm (Heavy Chain) O^M^St^ - KT£cOW5B 
?|J, 3tO'CC^|ft (Liqht Chain) (D'uj^M^mnm 

k-v (£*ft5Xic/Sfflfla) *ig#f£. JU>jMtU 
cOa«J€ria«RL, ^PolvA+Rm<DflSttSB^^r-80 

9 Cr'^ t^Co OW:/U K-^^CI->>15H7-8- 
3. 16E12-6, 1B3-9-16, 1B4-10-13, 1C1-3. 2F8-10-3. 
2G4-12-20. 3G4-3, 4B4-6-2X &C£5B12-16-12„ 
[0100] -&*<D'W:7 V F-V^^COPDlyA^RmCD 
*ftffl v fSlSCi, rf7^(DFastTrack2.0kit(INVm0GE^) 

MMi&mffltiWL (Lysis Buffer) CC?g&?U FOLYTRONtC 
<fc9*ffllS*»«U nJfcffcS-tffc. iSoT?gft^45-Cr 
-O^a-^-^ a >b/c?£> Oliqo(aT) cellulose^ 
X.^JlB#r^^>*HC^^L/c P ^li"C, Oliqo(tfT) cellu 
lose£gfc#f£. FblyA'RNA ^Ellution Buffer-C?§fci} 3 
■frfc. i8iHLtcPoWRH*&x.2 s~)l,m&2*t. 20^1 
(DTris-EDTA^fK?gCC?§^L/Co f#6^^cP0lyA+RNA£Df§ 
fltt, 260nra©iS«-CO»*tt*»J3e-r'5C<hCCJ:0* 
^Ofc. f#*;h/ctolyA*RNA£i¥^<t U rfrlgCDMaratho 
n cDNA Amplification Kit (CL0NTEO#S{) £fflt>fcRACE 

PCRffi 'SatlffLU^iRBBj . 1992*£fB 2 JB*L ^ALtb/S 
tteSMtl^T, p. 13-15) o fiP^. &*<ZVW:/y K — 
^^>ffiSL//cPolyA*RNA (l7bS5Aiq) ££f^<L Lt % 
1st strand cDNA£t>*2nd strand cDNA£J!B^J&Ofc. 



;U a - ; i^o' 6C * a a * ;l/ a £ flu u r & * liHT^ffl m 
tCgt0fc o #C*"C\ com%J-2s-)ltZm2l£> 

20 *~DNA (EF'JS#43) tCm&Z&tc. '&ht\tc\X*A&fc 
«J*V250«:«JBfit/c*><7>«rfj|a<bL. ^ffc^^- 
*JIH>r»ffiK: £9 PCR*t7USifWtta^!S(*li«^ 

It. 

[oioi] &*(DPCRig^£y#u-xy;u^&»b 

r#SiU CNA£[§MXbfc. f#6ftfc£*<DcDNA<DiSS 
SS^ r J<0^^^, n^ODyeTerminator Cycle Sequencinq 
30 FS Kit (PE-Applied BiosystemsiS) &c>'PRISM377 DNA 
Sequencer (PE-Applied Biosystemsl^) ^rffil^Ttfo 
/Co &*>\ tt£&]&M<Dtctb<D Sequencinq PrimerS*. 

6iC, ff 6 tl/cgB^J^ 6 Sequencinq Primer^fE 
5c0NMe^J. ^iH (Liqht Chain) (DpJ^^O'^S 

40 mm ^ ti ^ r s y i$ss^j^r Tiao i ^ o emsc ^ 

L/C 

[0102] <^P- >15H7-S-3> 

(SIS^pJ^^) 

DNARM : E?U#^2 3 (^^jUEM : 
1 7!;^ 57, V«« : ttS#-5|587bM3Si. NffiUS : «S 
#^3527^^354, D«« : N«« : 3707!l 

M373, J : 3747!>M429) 

T 5 ^^@e^J: IS^J#-^2 4 (^^EWir^B 
#^ 1 7^^19. oJ^fiUi : T 5 ^^#^207^^117^ ^ 
50 fr) 



C26) 
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D N A E?»J : EMS*! 3 ( i> ^ : 
17526a V««: JB«»-96Ui2359. J pI*I# : iSS 
§^36071M397. CliJS : iSS#-^39871S717) 
T S ^S3E?J : EWOT4 (Sx^;HBW : T ^ -/» 
#9 1 71^20, oT^«« : T 5 ^ g*#-^2l71^li9£^ 
to) 

<^n->l6El2-6> 

DNAEM : EW*92 5 (U^)Vm^l : &S#^f 10 
1 71^57, V«« : *a»-9587bS35X. Npf*S : £S 
#-^3527123 54, D«« : 3557iS369. N«« : 3707b 
2373, J MM : 374712429) 

T 5 : E?'J#^f2 6 (i/^t^EJ»J :7;/S5 

*-5f 1 712l9, "T^EM : 7 5 ^&##2071Mll7*£ 
to) 

(««<DDiK««acxfiw«i«) 

D N A : EWS-sf 5 ( > JUK9U : &S#-Sf 

1 7S260, V^i^ : tgS#-5|6i712359, J pI*S : 

360712397, Cpf^ : &S#^398712717) 20 

r s sm&n : EW#-5»6 ( :T*sm 
*9 1 71220, oJ^fI^ : T 5 2l712ll9*S 
to) 

<^CJ->lB3-9-l6> 
(■M®*JXflM) 

D N ARM : EGWS-si 2 7 ( ;HBOT : 

1 712 57. V«« : JgSS^ 587523 51, NSgiHi : £S 

#^352712354, DSS« : 355712369, N«« : 37071 

2373, J mm : 374712429) 

7 * : 12?iJ#^2 8 (2/^^BJ»J : 7 * 30 

#*t 1 71219. al^mm : T $ ^KS-Sf 20712ll7£# 
to) 

(SMo^ianRatavjEfltftiW) 

D N A EM : K?>J#-5f 7 ( > y + : 
1 71260, Vm® : 6U52359. J flWt : «X 

#-^360712397, Cm.m : &S§-^ 398712 717) 

#^ 1 71220, ^JS!»*a : T S ^ffi§-^2i712ii9^ 
tr) 

<^a->184-10-13> 40 

(X«OBIKfl(«) 

D N A EM : EJU*# 2 9 ( ^ : SS#^t 

171257, V«M:4kS»9saft3E351. NfiM : *8£ 
#*f352712354, D««: 35571S369, : 37071 

2373, J Sgi$ : 374712429) 

r $ -/mem : o (Wi-jimm :rs/© 

*9 1 71219, nJKWS : T ^ /®#-St20712rL7*^ 

to) 

(««©^iSE««ac«»it««) 

D N A E5U : EF"J#-^ 9 ( ^> ^ ^ ^iB^U : 50 
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1 71260, V«« : &g#^6i712359, J M« : *tS 
#^360712 397, CpI$ : t&B#-5f 398712717) 
T x sW&ffl : E?J#-^ 1 0 ( U!f±)USm : T * SM 

1 71220. vj^m® : r $ ^#-^21712119*^ 

to) 

<^P->lCl-3> 

(mmcDnj&m.®) 

DNAE9U : E?U#-Sf 3 1 (S/^JUEW : 
1 71257, V«« : *SS^5871M351. NpI^{ : 

#■^35271^354. D«iS: 35571M369. N««: 37071 

^373, J ffi& : 37471^429) 

T $ yKE8l : EW»^3 2 ( i^y^JUEW :7^g? 
1 71M19. aJ^pgt^ : T ^ y ^#^2071MU7^# 

to) 

DNAE^J : E?»J#^ 1 3 (i^y^iUEM : 
171S60. V$gH<: SS#^6U1S359. J»«t:ttfi 
#-^36071^397. C«« : i^S#^39871M717) 
T ^ smtiffil : E^J#-^ 1 4 (*s?-t->\,W&l :T%s& 
1 71^20, : T 5 ^K#^2171^119^# 

to) 

<#n->2F8-10-3> 

(Si«cOp7^SS«!) 

DNAE^J : E?'J*S|3 3 (^^iUEW : 
1 71^57. Vfcm : *S*#5871M351, NpfiS : 
#^35271M354. D mm : 35571^369. N^: 37071 
M373. J «m : 37471^429) 
T £ sWBBn : E^J#^3 4 ( ^y^iUEW : T 5 

1 71^19, vj&mm : 7 5 ^»#-^2071Mll7^S 

to) 

( SMO UX«R«& ) 
DNAE^J : E^J#-^ 1 1 ( ^y^;UE^J : tSSS^ 
1 71^60. vmm : ^S#^6l71M359, J pl^c : %S 

#^36071M397, C««: **#^39871S717> 

T $ ^&E?U : E?U#^ 12 (-> ^;UE5*J :7^|[ 
#^ 1 71^20, am&® : T S ^#-^2l71^119£^ 

to) 

<^O->2G4-12-20> 
(MilOaJ^gB^) 

D N AEW : EW#^3 5 ( ^ ;UE^J : 
1 71^57. VM^ : *»-^587iS351. N«« : igg 
#^35271^354. DmW : 35571^369, NpI^c: 37071 
M373. J &Jgg : 37471M429) 

T ^ ^S!E^J : E^J*^3 6 ( istf+ilEfil :7^i 
#^ 1 71S19. ol&m® : T 5 ^&#^2071S117£# 

to) 

D N AE^J : E^JS-^ 15 (y ^;UE9»J : 
1 71^60. : &S#-^6i71M359. J M « : igg 

#-^36071^397. C«i«: *B#^3987bM717) 
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7 ^ sWimm : i2?J#-Sf 16 iH-MEm :7;^ 
1 7*220, al&ffiM : 7 5 ^S£#^2l7*2ll9£a 

to) 

<?D->3G4-3> 

D N A : l^'J#-^ 3 7 ( > ^ )VRM : £S#^ 
1 7*257, V«« : £g#-^587*2351. NHN : ttX 
#-^3527*2354, D«« : 3557*236* N«iS : 3707* 
2373. J mM : 3747*2429) 

r ^ ^$E5*J : KW#-93 8 ( ^> if+MB9\ :r^e 10 
to) 

D N A E^'J : E?U*9 17 9T>VS&\ : 

1 7*260. VI« : &g#^6l7*2359. J flM : &g 

3607*2397. : i£S#-^3987*2717) 

7 S -/»E5»J : 18 (S/ ifTJlK&l :7$/St 

1 7*220. al^Mi^ : T 5 ^#-^217*2119*^ 

to) 

<^D — >4B4-6-2l> 20 

DNAE3W : i^»JS^3 9 (J/^t;I/EJl| : &S#^f 
1 7*2 57, V««: ffiS#^l 587*2347, NMtt : tt£ 
#^3487*2349, D««: 3507*2356, N««: 357, 
J mm : 3587*2417) 

7 s smsm : i2?'j#-^4 o {istt+jvfem 

1 7*219, : T ^ -/ I&#^207*2ll5£^ 

to) 

D N AE59 : EW#^ 19 ( is if± A«W : &S#^ 30 

lftsea v*« : fis#^6i7 , j2359. j mm: mm 

3607*2397. CM^:i£S§#3987*27l7) 

r ^ ywmn : em#-<»2 o < wmivm irzsm 
1 7^220, *mmm : r ^ ^g&#-5f2u*2u.9*# 

to) 

<^P->5B12-16^12> 

DNAEM : 12^J#^4 1 (isif+h&m : 
1 7*257. V^iS : M»-*5*7bZ3Sl. NWtt : 
#^3527*2354. DSItg : 3557*2369. N«« : 3707b 40 
2373, J ffiitf : 3747*2429) 

7 5 -/MEM : EF'J#^f4 2 ( i^y^iUEW : 7 S ✓ « 
1 7*219, *mmm : 7 S ^^#^207*2ll7^S 

to) 

imm^wsELZjfmnmm) 

D N AEM : E?J#-^ 2 1 ( is ifi~ )VSM : &S#-^ 
17*260. VI^: ^S#^6l7*2359. J pI*^ : 
#-^3607*2397, C«« : £^#-^3937*2 717) 
7 -/MEW : E?'J#-*f 2 2 ( 4/^- jVE5»J : 7 5 -/& 

1 7*220, smmm : 7 = ^#^217*2119*^ 50 
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to) 

[0103] fcS3ftfc£*<DDNAEM J &»C. j|£ 
^ETHJKWV? ^x7-?:fflur i Tan1inson*>CCJ; 
0 A5JBS tifc t h -f A y if a 7 'J >® pjafiWSjtfi^© 
y^y? V— V BASE Sequence (Immunol. Todav, Vol.1 
6, No. 5, p. 237-242, 1995) ^"Ofe^. ft 

KlV«WCOC*r«. £>D->4B4-6-2l£&fc< 9 *C1- 
>^H— <DV N ^^>hV3-30a>6»/53*lTl>/c. 5 
C2->4B4-6-21&, fe^> hV4.1^6t»eES*TTC» 
fc 0 ««lD»*6Coc»-C«, *n->4B4-6~2l£l$< 9 

tc. ^P->4B4^6~21(3:, hDM^^e>«^5tl 

riife, *i*j««6cot5ra. io^a->±r^i5i 
DRa5^€>»fiS^4ir^/c. »«3««ccocir{i, 1 o 

y^n-^jUta*OStt*n- K^Sci>wE?Jec«, E 

»mtJmm<DmtcM«m (N-acktition) ^wi/r^ 

[0104] XtfeMl 1 Ji*^^^>> hF(ab')z^ 

«r2<Dcfc^CC0T-»K0/c«fllOb hint hPTKrP^y 
^ D - ^ JUSflcOfiif*^ 7 > h F(ab') a RO'Fabte, 
TiacDct^CCbriS^r^^. ^/ ^n-^;UCi(* (5m 
q/ml) 20mM£DWK^ h »7 V Ajj^fft^ <pH3.5> CCjJQ 
X., 3/C-C30^Pb1Y> + ^-^- h-T^o #1>T\ ^Sfgft 
(1ml, fc:7**±§!i) %^3D^. D-^-^-r 

@i£$ti^^6 3rcri2B#ra^>+^^- ht^. ®£ 

^^rlHlilXL/. M^St (3,000rpm. lO^fBl) 0, ±?f£: 
7'DrY>A*7A+-; h (AmershantiUf) CD 
89«C»&««i£*:tt]*.. jl^8t (3,000rpm, 105>ra) 

tt^«W«"C^«f 1 0 fc» 7* a r 4 > A /7 ~> A cc^» L 
m&^Wffi®. (5ml) -C2@I8t^L. ?§fcB^ill^ 

(2L. pH6.s) -caw (4 -a 24^p^) -r*, 

[0105] S^<cS«HO/c«C>t Kd^^Ta^^ h 

(HPLC) ^f^. iSWtCj:0f#6n5 
St KP + 5/7/^-f h^^ACC^L, 5m 

>B«««-Cittl8«K«E«a3ttS. *ttMKr7** 
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> 3 >=!U>7*~r#SXU 28OrmrO0bfcK£»J5e 
U F(ab , ),£atr#tl£[i]ilX"f £ 0 i%hfttcftW* x ) 

>mimm (2D r^w u-c. 24^1) 0. 

[0106] UteWl 2 ftit hPTHrPh h^^n- 
^iHnt*6C <fc -5 PTHrPR«ttiB*il/ V ^ Alfr!£<Dj&*SS& 

m&Ltc£*$*), PTHrPfct, PTH<fcEI«OPTHa^ffl. BP 

*>, «tcis^-at&&mmcimi>x (wspaiiaccj:* 

^#iJMXtt^£WLTl>S (Brown, E.M. , Honeostatic 
mechanisms requlatinq extracellularand intracellu 
lar calcium metabolism, in The parathyroids, p. 19, 20 
1994, Raven press, New York) « Lrt>L£t#6» m& 

r ^ pnirp&c^ o u tf o « 5 1 * ec $ tx zmm&&ms 

i^?Ob hint: hPTHrPt-/ ^a-^JUta(t(OlB*iU2/ 
^Ajfliffi(Df&*S»*«r. FmrP£&^£C<bCC«J:*)A 

L/Co KE»flL^63l*IBa, R^-f* (SSIOE) 
<D&*CC, t hffifc hPrHr«^^a-^;Uta(* (2F8-1 
0-3, 1B3-9-16, 15H7-8-3, 5B12-16-12Sk < &4B4-6-2 
0fl)l»Ttl3&». iftffi: 3, 10^0 < &£30mq/kq) . ttcte 

*1D5 (*&g : 1 *fctt3mq/kq) fclMRrtft^U 40 
S£CC€-CDfilft«Cb hPTHpPtON5KMl-34<DK^J ( FTHrP 

a-34), ee^j## i or s i nm 3 4 . 

FfWBW («) ) (o.iMq/bodv) *&T«^tyfc. »p 

cfc. *c*>\ «naiia«tctrTiB©»Jia3iii*tfo 
fc. 

( i ) ikjssml*** 3 ^raacc >««s««*»»Rrt!a: 

( 2 ) IREfiUfiL*>6 3 UnttCC U >HflHKK*MRft& 50 
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^OiSacc^lSPrHrP <0.1*i a/body) ££T&^ 

[0108] HJSpiJl 3 tat h FTHrPb K^^n- 
^HKflrtc J: S TOISBffttJBtt ■ * Jt> ^ 0 A AffiOffeS 

I » T 0 i, *>ft & WMMWmmt ( para 
neoplastic syndrome) <h L "CiiM'ttra^ JUi^ Alfilffi 
(maliqnancy-associated hvpercarcemia (MAH) ) 

So MAHf* k »«^6jB^StiS«ttH-M>±*14ffiffl 
tcJ:0t/c6Sn^S14©jR1±i«5/7^^^Aj(iU£ (humo 
ral hvpercarcemia of maliqnancy (HhW)) <b, 

i^^;!/^"^ Ajfilj^ (local osteolytic hvpercarcemia 
(LOH)) CC^JJlJSti*. LOH5i, jB©EIS<c#R»Cca^ 

hffi. m«3wa*r*pmri*jBw©#«« <#»») 

^;U->r> A]fiLl£0^9 0%3fi< (N. Enql . J. Me 

d. t Vol.300, p. 1377, 1980) . ^O^S&MHISKtt 

OO^S ( An. J. Clin. Pathol., Vol.105, p. 487, 19 

96) . vmrm^cxhmjit. $>%®zmt&(,ct>tcZ>'& 

S^fiEATIBIiaajlMJ (atl) r©«^**3H» 
(N. Enql. J. Med., Vol.322, p. 1106, 1990; J. Cli 
n. Endocrinol. Metab., Vol.73, 1309, 1991) . 

[0i0 9]*SKr«, miia-cf#fc^^ot hint h 

PTHrPt -/ ^ n - -r )iVi&<Dmmm&&m&Mt> & > ^ 

AJtoffi (mah) 0)rM»JR«r. ■*MMa**t*6c»«r 
6 C 1 6C cfc 0 AAW«C mi 0 /cMAttt fJl/v^x^ffli» 
t«Wl/c. BALB/C-nuV^^ (4il». tt. §1? 5 T) 
S7E. B^^UTli) (D^^ic, thPBWlSB 
S*ffl*a»H0S0 (Hasina Rifat^>, ^54liIB*S5^#.f€ 
#IB*. p. 349. 1995. 3^c>'tCHasina Rifat€>. ^550 
B*«*^Jtt*IS*. p.184. 1996) fi6XltfJBII8/ 

headCDiSa-CSSffiiifeCCSTSfiibfc, «BSa^»ti 

OjlltffC*. 634MeillCa I VPHT^^-/1f-«:S^rifll 
**;u^-5AaiffS:«iJSUfc. jHl**ju^-5 AigJS^i. 
3nniol/l«±iC±#0/cv^x (7E) ^riltRL/. 
CD^^^^C, >»«M?S«C?g»b/cCit hPRirPt r 
^n-^;UCt^4B4-6-21 (3mq/kq) ^:^|^MF*9t3: ^ 
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co i 1 o] mnz±mmcLx:Tnz<DttMmmz 

(!nb rPTHrPb h^e ^ £ P -^;l/fiif*4B4-6-21*:S£ 

( z > ±aw>K»<t h c < m&t&toMftwsD < mmm > io 

£j£T*£tf LTft47b^5 *£f*Jta*#n,i/^A«Ka« 
l.3rnmol/lW±(C±^L/c-7^^ (6E> CC. 0 
f$?£CD# (tat rPTHrPb -:f;Hn<*4B4-6-2 

Kb hPTHrre-/^n-^jUtS»tt. ISJSKf*ttSttS 
[0111] 

b hPTHrPtc^-r^t h-=fcy^n-^JHS(**iSf»ccife 
;u->OA (ca) ttffl©«J«rStt> #i»it^*iJr£tt. 

[0 112] BP*. ^IWM^n-^iUtatttt. b 
/cse*(DCii*siiD a Dco^# a w«jsr * o /c r u * 

SEQUENCE LISTING 

<110> Japan Tobacco, Inc. 

<120> Human Monoclonal Antibody For Parathyroid 

Hormone-Related Protein 

<L30> J 98-0142 
<L40> 
<L41> 

<150> JP P199&-188196 

<L51> 1998-06-17 

<L50> JP P1998-196729 

<L51> 1998-06-26 

<160> 45 

<170> Patentln Ver. 2.0 
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b rPTHrPCCttT^b *U—t)\,Vifc&tclt*<D 
®^ (^$L fifrB, SUB, BiH®, ftilflL S 

a, jftts. mm. *m. otmc. 

#*§acc^?±r^s*fflflaott 

EB-TiR*. K«tt©»W«lc«BT4ffitt (ff* ft 

a iiii<iain9(cw5KC (tttUML *n 

& IMIte) > f&J&Lffi (sepsis) . ±»ttlttffil£;S 
ffiRB (sirs) , ScXfi'J >Jftiffi <fiU>jfiitt< 
l£U>Jfilttb^ 5>D«tStfe< SJUtt^) ttZifimih 
txh. Jttc. *JH!©Rt hPTHrPb b*s9a-i-)l 

[0 1 1 3 ] S^«C. *»WOb hP^rPCCJ^ttt^W 
TSb h*^^n-^;b!S«&^*(OESI«fla»« 4 X 

^JlKa>i^ TU>Kn>&ttL BM21.095 



5. YM-175. CCP42446tt<*:) */t{*-e©*fP«Ji»fflU 
[0114] 

[mm: 
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<210> 1 
<211> 209 
<212> PRT 
<213> Homo sapiens 

<220> 

<221> PROPEP 
<222> (1)..(36) 
<400> 1 

Met Gin Arq Arq Leu Val Gin Gin Trp Ser Val Ala Val Phe Leu Leu 

15 10 15 

Ser Tvr Ala Val Pro Ser Cvs Glv Ara Ser Val Glu Glv Leu Ser Arq 

20 25 30 

Arq Leu Lys Arq Ala Val Ser Glu His Gin Leu Leu His Asp Lvs Glv 

35 40 45 

Lys Ser lie Gin Asp Leu Arq Arq Arq Phe Phe Leu His His Leu lie 

50 55 60 

Ala Glu He His Thr Ala Glu He Arq Ala Glu Ser Glu Val Ser Pro 
65 70 75 80 

Asn Ser Lys Pro Ser Pro Asn Thr Lys Asn His Pro Val Arq Phe Gly 

85 90 95 

Ser Asp Asp Glu Gly Arq Tyr Leu Thr Gin Glu Thr Asn Lys Val Glu 

100 105 110 

Thr Tyr Lys Glu Gin Pro Leu Lys Thr Pro Gly Lys Lys Lys Lys Ala 
115 120 125 

r 

Lys Pro Glv Lys Arq Lys Glu Gin Glu Lys Lys Lys Arq Arq Thr Arq 

130 135 140 

Ser Ala Trp Leu Asp Ser Gly Val Thr Gly Ser Gly Leu Glu Gly Asp 
14 5 150 155 160 

His Leu Ser Asp Thr Ser Thr Thr Ser Leu Glu Leu Asp Ser Arq Thr 

165 170 175 

Ala Leu Leu Trp Gly Leu Lys Lys Lys Lys Glu Asn Asn Arq Arq Thr 

180 185 190 

His His Met Gin Leu Met lie Ser Leu Phe Lys Ser Pro Leu Leu Leu 
195 200 205 

Leu 

<210> 2 

<2U> 34 

<212> PRT 

<213> Homo sapiens 

<220> 

<221> PEPTIDE 
<222> (1)..(34) 
<400> 2 

Ser Val Ser Glu He Gin Leu Met His Asn Leu Gly Lys His Leu Asn \ 

1 5 10 15 

Ser Met Glu Arq Val Glu Trp Leu Arq Lys Lys Leu Gin Asp Val His 
20 25 30 

Asn Phe 
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C31) ^^2000-80100 
59 60 
<210> 3 
<211> 720 
<212> DNA 
<213> Homo sapiens 
<220> 
<22l> CDS 
<222> (I) • • (720) 
<220> 

<221> sicLpeptide 
<222> (1)..(60) 
<220> 

<221> V_ region 
<222> (61).. (397) 
<220> 

<221> C_reqion 
<222> (398) . . (717) 
<220> 

<221> unsure 
<222> (80) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (467) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 
Ser, Tvr or Cys. 

<220> 

<221> unsure 
<222> (492) 

<223> This base has not yet been determined. The codon 

containinq this base encodes Fhe or Leu. 
<40O> 3 

atq aqq etc cct qct caq etc ctq qqq ctq eta atq etc tqq qtc tct 48 
Met Arq Leu Pro Ala Gin Leu Leu Cly Leu Leu Met Leu Trp Val Ser 

15 10 15 

qqa tec aqt qqq qat att qtq atq act caq tnt cca etc tec ctq ccc 96 
Cly Ser Ser Gly Asp lie Val Met Thr Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

qtc ace cct qqa qaq ccq qcc tec att tec tqc aqq ttt aqt caq aqc 144 
Val Thr Pro Gly Glu Pro Ala Ser lie Ser Cys Arq Phe Ser Gin Ser 

35 40 45 

etc ctq cat aqt aat qqa aac aac tat ttq qat tqq tac ctq caq aaq 192 
Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

cca qqq caq tct cca caq ttc ctq ate tat ttq qqt tct aat cqq qcc 240 
Pro Gly Gin Ser Pro Gin Phe Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
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61 62 
Ser Glv Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca eta aaa ate aac aqa qtq qaq qct qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lys lie Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

tqc atq caa qct eta caa act cca ttc act ttc qqc cct qqq acc aaa 384 
Cvs Met Gin Ala Leu Gin Thr Pro Phe Thr Phe Gly Pro Glv Thr Lys 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat aaq caq ttq aaa tct qqa act qcc tnt qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Glv Thr Ala Xaa Val Val Cys Leu 
145 150 155 160 

ctq aat aac ttn tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Xaa Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lvs 

195 200 205 

qca qac tac qaq aaa cac aaa qtt tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
225 230 235 240 

<210> 4 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (156) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (164) 

<223> This amino acid has not yet been determined 
and is possibly Phe or Leu. 



(33) i$H! 2000-80 100 

63 64 
<40O> 4 

Met Arq Leu Pro Ala Cln Leu Leu Civ Leu Leu Met Leu Trp Val Ser 

15 10 15 

Gly Ser Ser Gly Asp lie Val Met Thr Gin Xaa Pro Leu Ser Leu Pro 
20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser He Ser Cvs Arq Phe Ser Gin Ser 

35 40 45 

Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

Pro Gly Gin Ser Pro Gin Phe Leu He Tvr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Gly Val Pro Asp Arq Phe Ser Civ Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Lvs He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 no 

Cys Met Gin Ala Leu Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Xaa Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Xaa Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Ihr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 

<210> 5 
<211> 720 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> sio_pepticte 
<222> (1)..(60) 
<220> 

<221> V_region 
<222> (61).. (397) 
<220> 

<221> C_ region 
<222> (398)..C717) 
<40O> 5 

atq aqq etc cct qct caq etc ctq qqq ctq eta atq etc tqg qtc tct 48 
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65 66 
Met Arq Leu Pro Ala Gin Leu Leu Civ Leu Leu Met Leu Trp Val Ser 

15 10 15 

qqa tec aqt qqq qat att qtq atq act caq tct cca etc tec ctq ccc 96 
Civ Ser Ser Cly Asp He Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

20 25 30 

qtc acc cct qqa qaq ccq qcc acc ate tec tqc aqq tec aqt caq aqc 144 
Val Thr Pro Cly Glu Pro Ala Thr He Ser Cvs Arq Ser Ser Gin Ser 

35 40 45 

etc ctq cat aqa aat qqa aac aac tat ttq qat tqq ttc ttq caq aaq 192 
Leu Leu His Arq Asn Gly Asn Asn Tyr Leu Asp Trp Phe Leu Gin Lys 

50 55 60 

cca qqq caq tct cca caq etc ctq ate tat ttq qqc tct aat cqq qcc 240 
Pro Glv Gin Ser Pro Gin Leu Leu lie Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Glv Val Pro Asp Arq Phe Ser Cly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa etc aqc aqa qtq qaq qct qaq qat qtt qqq ctt tat tac 336 
Thr Leu Lys Leu Ser Arq Val Glu Ala Glu Asp Val Gly Leu Tyr Tyr 

100 105 110 

tqc atq caa qct eta caa att cca ttc act ttc qqc cct qqq acc aaa 384 
Cys Met Gin Ala Leu Gin He Pro Phe Thr Phe Gly Pro Glv Thr Lys 

115 120 125 

qtq qat ate aaa cqa act qtq qct oca cca tct qtc ttc ate ttc ccq 432 
Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Glv Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

qca qac tac qaq aaa cac aaa qtc tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His an 

210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 240 

<210> 6 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<40O> 6 

Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 



(35) 2000-80100 
67 63 
15 10 15 

ay Ser Ser Gly Asp lie Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Thr He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu His Arq Asn Gly Asn Asn Tyr Leu Asp Trp Phe Leu Gin Lys 

50 55 60 

Pro Glv Gin Ser Pro Gin Leu Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

35 90 95 

Thr Leu Lvs Leu Ser Arq Val Glu Ala Glu Asp Val Gly Leu Tyr Tyr 

100 105 110 

Cys Met Gin Ala Leu Gin He Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

Val Asp lie Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

130 185 190 

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lvs Ser Phe Asn Arq Gly Glu Cys 
225 230 235 

<210> 7 
<211> 720 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siqjseptide 
<222> (1)..(60) 
<220> 

<221> V_reqion 
<222> (61).. (397) 
<220> 

<221> C_region 
<222> (398).. (717) 
<220> 

<221> unsure 
<222> (74) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of lie, 



(36) ^^2000-80100 
69 70 
Thr, Asn or Ser. 

<220> 

<221> unsure 
<222> (SO) 

<223> This base has not vet been determined. The codon 
containinq this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<22l> unsure 
<222> (252) 

<223> This base has not vet been determined. The codon 
containinq this base hiqhlv possibly encodes Pro. 
<400> 7 

atq aqq etc cct qct caq etc ctq qqq ctq eta atq etc tqq qtc tct 48 
Met Arq Leu Pro Ala Gin Leu Leu Civ Leu Leu Met Leu Trp Val Ser 

15 10 15 

gqa tec aqt qqq qat att qtq atq ant caq tnt cca etc tec ctq ccc 96 
Glv Ser Ser Gly Asp He Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

qtc acc cct qqa qaq ccq qcc tec ate tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

etc ctq cat aqt aat qqa aac aat tat ttq qat tqq tat ctq caq aaq 192 
Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

cca qqq caq tct eta caq etc ctq ate tat ttq qqc tct aat cqq qcc 240 
Pro Glv Gin Ser Leu Gin Leu Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

tec qqq qtc ccn qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Gly Val Xaa Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qtt qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lys lie Ser Arq Val Glu Val Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

tqc atq caa qct tta caa act cca ttc act ttc qqc cct qaq acc aaa 384 
Cvs Met Gin Ala Leu Cln Thr Pro Phe Thr Phe Gly Pro Glu Thr Lys 

115 120 125 

qtq qat ttc aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp Phe Lys Arq Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Glv Thr Ala Ser Val Val Cvs Leu 
145 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 
165 170 175 



aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 
180 185 190 
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71 72 
aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lvs 

195 200 205 

qca qac tac qaq aaa cac aaa qtt tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tvr Glu Lys His Lvs Val Tyr Ala Cvs Glu Val Thr His Gin 

210 215 220 

qqc ctq aqt tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Civ Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 240 

<210> 8 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (25) 

<223> This amino acid has not yet been determined 
and is possibly either one of He, Thr, 
Asn or Ser. 

<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (84) 

<223> This amino acid has not yet been determined 

and is possibly Pro. 
<400> 8 

Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

1 5 10 15 

Gly Ser Ser Gly Asp He Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser lie Ser Cys Arq Ser Ser Cln Ser 

35 40 45 

Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

Pro Gly Gin Ser Leu Gin Leu Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 



Ser Gly Val Xaa Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Lys He Ser Arq Val Glu Val Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

Cys Met Gin Ala Leu Gin Thr Pro Phe Thr Phe Gly Pro Glu Thr Lys 

115 120 125 

Val Asp Phe Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 
130 135 140 



(38) ^^2000-80 100 

73 74 
Pro Ser Asp Glu Gin Leu Lvs Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lvs Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

ISO 185 190 

Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tvr Glu Lys His Lvs Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 

<210> 9 
<211> 720 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<221> V_ region 
<222> (61).. (397) 
<220> 

<221> C_ region 
<222> (398).. (717) 
<220> 

<221> unsure 
<222> (230) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (252) 

<223> This base has not yet been determined. The codon 
containing this base hiqhly possibly encodes Pro. 

<22Q> 

<221> unsure 
<222> (349) 

<223> This base has not yet been determined. The codon 

containing this base either one of Leu, He or 

Val. 
<400> 9 

atq aqq etc cct get caq etc ctg qqq ctq eta atq etc tqg qtc tct 48 
Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

15 10 15 

gqa tec aqt qqq gat att qtq atq act caq tct cca etc tec ctq ccc 96 



(39) *S08 2000-80100 

75 76 
Gly Ser Ser Gly Asp lie Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

20 25 30 

qtc acc cct gqa qaq ccq qcc tec ate tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Gly Glu Pro Ala Ser lie Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

etc ctq cat aqt aat qqa aac aat tat ttq qat tqq tat ctq caq aaq 192 
Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

cca qqq caq tct eta caq etc ctq ate tat ttq qqc tnt aat cqq qcc 240 
Pro Gly Gin Ser Leu Gin Leu Leu He Tyr Leu Gly Xaa Asn Arq Ala 
65 70 75 80 

tec qqq qtc ccn qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Glv Val Xaa Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qtt qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lys He Ser Arq Val Glu Val Glu Asp Val Gly Val Tyr Tyr 

100 105 HO 

tqc atq caa qct nta caa act cca ttc act ttc qqc cct qaq acc aaa 384 
Cys Met Gin Ala Xaa Gin Thr Pro Phe Thr Phe Gly Pro Glu Thr Lys 

115 120 12 5 

qtq qat ttc aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp Phe Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

qca qac tac qaq aaa cac aaa qtc tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
225 230 235 240 

<210> 10 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (77) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, Tyr 



(40) ttffl 2000-80100 

77 78 
or Cys. 

<220> 

<221> unsure 
<222> (34) 

<223> This amino acid has not yet been determined 
and is possibly Pro. 

<220> 

<221> unsure 
<222> (117) 

<223> This amino acid has not yet been determined 

and is possibly either one of Leu, He 

or Val . 
<400> 10 

Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

15 10 15 

Cly Ser Ser Gly Asp lie Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

Pro Gly Gin Ser Leu Gin Leu Leu He Tyr Leu Gly Xaa Asn Arq Ala 
65 70 75 80 

Ser Gly Val Xaa Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Lys He Ser Arq Val Glu Val Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

Cys Met Gin Ala Xaa Gin Thr Pro Phe Thr Phe Gly Pro Glu Thr Lys 

115 120 125 

Val Asp Phe Lys Arq Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro 

130 135 140 

Pro Ser Asp Glu Gin Leu Lvs Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser ay Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 

<210> n 
<211> 720 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
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<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<221> V_reqion 
<222> (61).. (397} 
<220> 

<221> C_ region 
<222> (398).. (717) 
<220> 

<221> unsure 
<222> (74) 

<223> This base has not vet been determined. The codon 
containinq this base encodes either one of lie, 
Thr, Asn or Ser. 

<220> 

<221> unsure 
<222> (80) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (349) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Leu, 
He or Val. 

<220> 

<221> unsure 
<222> (437) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (648) 

<223> This base has not yet been determined. The codon 
containinq this base hiqhly possibly encodes Val. 
<40O> 11 

atq aqq etc cct qct caq etc ctq qqq ctq eta atq etc tqq qtc tct 48 
Mat Arq Leu Pro Ala Gin Leu Leu Cly Leu Leu Met Leu Trp Val Ser 

15 10 15 

qqa tec aqt qqq qat att qtq atq ant caq tnt cca etc tec ctq ccc 96 
Cly Ser Ser Cly Asp lie Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

qtc act cct qqa qaq ccq qcc tec ate tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Gly Glu Pro Ala Ser lie Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

etc ctq cat aqt aat qqa aac aac tat ttq qat tqq tac ctq caq aaq 192 
Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lvs 



(42) 2000-80 100 

31 82 
50 55 60 

cca qqq caq tct cca caq ttc ctq ate tat ttq qqt tct aat cqq qcc 240 
Pro Cly Cln Ser Pro Gin Phe Leu He Tyr Leu Civ Ser Asn Arq Ala 
65 70 75 SO 

tec qqq qtc cct qac aqq ttc aqt qqc aqt gqa tea qqc aca qat ttt 238 
Ser Civ Val Pro Asp Arg Phe Ser Glv Ser Cly Ser Gly Thr Asp Fhe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qct qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lvs He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 
100 105 110 

tqc atq caa qct nta caa att cca ttc act ttc qqc cct qqq acc aaa 384 
Cvs Met Gin Ala Xaa Gin lie Pro Phe Thr Phe Glv Pro Glv Thr Lvs 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro 

130 135 140 

cca tnt qat qaq caq ttq -aaa tct qqa act qcc tct qtt qtq tqc ctq 430 
Pro Xaa Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
14 5 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Cln Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lvs 

195 200 205 

qca qac tac qaq aaa cac aaa qtn tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys His Lys Xaa Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 240 

<210> 12 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<22Q> 

<221> unsure 
<222> (25) 

<223> This amino acid has not yet been determined 
and is possibly either one of lie, Thr, 
Asn or Ser. 

<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 



(43) 2000-80100 
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Tyr or Cys. 

<220> 

<221> unsure 
<222> (117) 

<223> This amino acid has not yet been determined 
and is possibly either one of Leu, lie 
or Val . 

<220> 

<221> unsure 
<222> (146) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (216) 

<223> This amino acid has not yet been determined 

and is possibly Val . 
<400> 12 

Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

15 10 15 

Cly Ser Ser Cly Asp lie Val Met Xaa Cln Xaa Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser lie Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

Pro Gly Gin Ser Pro Gin Phe Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

Cys Met Gin Ala Xaa Gin He Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

Pro Xaa Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tyr Glu Lys His Lys Xaa Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
225 230 235 

<210> 13 



(44) 

85 

<211> 720 
<212> ONA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siq_peptide 
<222> CD-. (60) 
<220> 

<221> V_reqion 
<222> (61).. (397) 
<220> 

<221> C_recpon 
<222> (398). .(717) 
<220> 

<221> unsure 
<222> (465) 

<223> This base has not vet been determined. The codon 
containing this base hiqhly possibly encodes Ala 
<400> 13 

atq aqq etc cct get caq etc ctq qqg ctq eta atg etc tqq qtc tct 48 
Met Arq Leu Pro Ala Cln Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

15 10 15 

gqt tec aqt qgq gat att qtq atq act caq tec cca etc tec ctq ccc 96 
Cly Ser Ser Gly Asp lie Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

20 25 30 

qtc acc cct qqa qaq ccq qcc tec ate tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

etc ctq cat aqt aat qqq aat aac tat ttq qat tqq tac ctq caq aaq 192 
Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

cca qqq caq tct cca caq etc ctq ate tat ttq qqt tct aat cqq qcc 240 
Pro Cly Gin Ser Pro Gin Leu Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqq qtq qaq qct qaq qat qtq qqq att tat tac 336 
Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly He Tyr Tyr 

100 105 110 

tqc atq caa qct eta caa act cca ttc act ttc qqc cct qqq acc aaa 384 
Cys Met Gin Ala Leu Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

qtq gat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcn tct qtt qtq tgc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Cly Thr Xaa Ser Val Val Cys Leu 



000-80100 

86 



C45) 

87 

14 5 150 155 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta 
Leu Asn Asn Phe Tvr Pro Arq Glu Ala Lys Val 

165 170 
aac qcc etc caa tcq qqt aac tec caq qaq aqt 
Asn Ala Leu Gin Ser Glv Asn Ser Gin Glu Ser 

180 185 
aqc aaq qac aqc acc tac aqc etc aqc aqc acc 
Ser Lvs Asp Ser TTir Tyr Ser Leu Ser Ser Thr 

195 200 
oca qac tac qaq aaa cac aaa qtc tac qcc tqc 
Ala Asp Tvr Glu Lvs His Lvs Val Tyr Ala Cys 
210 215 



^20 00 -80 100 
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160 

caq tqq aaq qtq qat 528 
Gin Trp Lvs Val Asp 
175 

qtc aca qaq caq qac 576 
Val Thr Glu Gin Asp 
190 

ctq acq ctq aqc aaa 624 
Leu Thr Leu Ser Lys 
205 

qaa qtc acc cat caq 672 
Glu Val Thr His Gin 
220 



pqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 

22 5 230 235 240 

<210> 14 

<210> 239 

<212> PRT 

<213> Homo sapiens 

<220> 

<221> unsure 
<222> (155) 

<223> This amino acid has not yet been determined 

and is possibly Ala. 
<400> 14 

Ntet Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

15 10 15 

Gly Ser Ser Gly Asp He Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 
50 55 60 



Pro Gly Gin Ser Pro Gin Leu Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly lie Tyr Tyr 

100 105 110 

Cys Met Gin Ala Leu Gin Thr Pro Phe Thr Phe Glv Pro Gly Thr Lys 

115 120 125 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Xaa Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 
165 170 175 



(46) *$B8 2 0 0 0 - 8 0 100 

89 90 
Asn Ala Leu Cln Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

ISO 185 190 

Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lvs 

195 200 205 

Ala Asp Tvr Glu Lvs His Lys Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

Glv Leu Ser Ser Pro Val Thr Lvs Ser Phe Asn Arg Gly Glu Cys 
22 5 230 235 

<210> 15 
<2U> 720 
<212> DMA 
<213> Homo sapiens 
<220> 
<22U> CDS 
<222> (1)..(720) 
<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<221> V^reqion 
<222> (61).. (397) 
<220> 

<221> C_recpon 
<222> (393).. (717) 
<220> 

<221> unsure 
<222> (14) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Val, 
Ala, Asp or Gly. 

<220> 

<221> unsure 
<222> (39) 

<223> This base has not yet been determined. The codon 
containing this base hiqhly possibly encodes Leu. 

<220> 

<221> unsure 
<222> (74) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of lie, 
Thr, Asn or Ser. 

<220> 

<221> unsure 
<222> (80) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (64S) 



(47) *SM2 0 0 0 - 80 1 00 

91 92 

<223> This base has not yet been determined. The codon 
containing this base highly possibly encodes Val . 

<40O> 15 

atq aqq etc cct qnt caq etc ctq qqq ctq eta atq ctn tqq qtc tct 48 
Met Arq Leu Pro Xaa Cln Leu Leu Gly Leu Leu Met Xaa Trp Val Ser 

15 10 15 

gga tec aqt qgq qat att qtq atq ant caq tnt cca etc tec ctq ccc 96 
Civ Ser Ser Gly Asp He Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

qtc ace cct qqa qaq ccq qcc tec ate tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arg Ser Ser Gin Ser 

35 40 45 

etc ctt cat aqt aat qqa tac aac tat ttq qat tqq ttc ctq caq aaq 192 
Leu Leu His Ser Asn Gly Tyr Asn Tyr Leu Asp Trp Phe Leu Gin Lvs 

50 55 60 

cca qqq caq tct cca caq etc ctq ate tat ttq qqt tct aat cqq gee 240 
Pro Gly Gin Ser Pro Gin Leu Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 -70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qct qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

tqc atq caa qct eta caa act cca ttc act ttc qqc cct qqq ace aaa 384 
Cys Met Gin Ala Leu Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct gqa act qcc tct qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Cln Trp Lvs Val Asp 

165 170 175 

aac qcc etc caa tcq gqt aac tec cag qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

aqc aaq gac aqc acc tac age etc aqc aqc acc ctq acq ctq age aaa 624 
Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

qca qac tac qaq aaa cac aaa qtn tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys His Lys Xaa Tyr Ala Cys Glu Val Thr His Gin 
210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 240 

<210> 16 



(48) ^^2000-80100 
93 94 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (5) 

<223> This amino acid has not vet been determined 
and is possibly either one of Val , Ala, 
Asp or Gly. 

<220> 

<221> unsure 
<222> (13) 

<223> This amino acid has not vet been determined 
and is possibly Leu. 

<220> 

<221> unsure 
<222> (25) 

<223> This amino acid has not vet been determined 
and is possibly either one of He, Thr, 
Asn or Ser. 

<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (216) 

<223> This amino acid has not yet been determined 

and is possibly Val . 
<400> 16 

Met Arq Leu Pro Xaa Gin Leu Leu Gly Leu Leu Met Xaa Trp Val Ser 

15 10 15 

Gly Ser Ser Gly Asp lie Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu His Ser Asn Gly Tyr Asn Tyr Leu Asp Trp Phe Leu Gin Lys 

50 55 60 

Pro Gly Gin Ser Pro Gin Leu Leu lie Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Fhe 

85 90 95 

Thr Leu Lys lie Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

Cys Met Gin Ala Leu Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro 
130 135 140 



(49) tSGU 2000-80100 

95 96 
Pro Ser Asp Clu Gin Leu Lys Ser Civ Thr Ala Ser Val Val Cvs Leu 
14 5 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Clu Ala Lys Val Cln Trp Lvs Val Asp 

165 170 175 

Asn Ala Leu Cln Ser Cly Asn Ser Cln Glu Ser Val Thr Clu Cln Asp 

ISO 185 190 

Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lvs 

195 200 205 

Ala Asp Tvr Glu Lvs His Lys Xaa Tyr Ala Cvs Glu Val Thr His Gin 

210 215 220 

Glv Leu Ser Ser Pro Val Thr Lvs Ser Phe Asn Arq Glv Glu Cys 
225 230 235 

<210> 17 
<211> 720 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<221> V_reqion 
<222> (61).. (397) 
<220> 

<221> V_reqion 
<222> (393).. (717) 
<220> 

<221> unsure 
<222> (7) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 
Leu , He or Val . 

<220> 

<221> unsure 
<222> (11) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Leu, 
Pro, His or Arq. 

<220> 

<221> unsure 
<222> (80) 

<223> This base has rot yet been determined. The codon 
containing this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (349) 

<223> This base has not yet been determined. The codon 



(50) 000-80100 
97 93 
containing this base encodes either one of Leu, 
lie or Val . 
<400> 17 

atq aqq ntc cnt qct caq etc ctq qqq ctq eta atq ttc tqq qtc tct 48 
Met Arq Xaa Xaa Ala Gin Leu Leu Gly Leu Leu Met Phe Trp Val Ser 

15 10 15 

qqa tec aqt qqq qat att qtq atq act caq tnt cca etc tec ctq ccc 96 
Civ Ser Ser Glv Asp He Val Met Thr Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

qtc ace cct qqa qaq ccq qcc tec att tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Glv Glu Pro Ala Ser He Ser Cvs Arq Ser Ser Gin Ser 

35 40 45 

etc ctq cat aqt aat qqa aac aac tat ttq qat tqq tac ctq caq aaq 192 
Leu Leu His Ser Asn Glv Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

cca qqq caq tct cca caq ttc ctq ate tat ttq qqt tct aat cqq qcc 240 
Pro Glv Gin Ser Pro Gin Phe Leu He Tyr Leu Glv Ser Asn Arq Ala 
65 70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qct qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

tqc atq caa qct nta caa act cca ttc act ttc qqc cct qqq acc aaa 384 
Cvs Met Gin Ala Xaa Gin Thr Pro Phe Thr Phe Gly Pro Glv Thr Lys 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp lie Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 430 
Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cvs Leu 
14 5 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lvs 

195 200 205 

qca qac tac qaq aaa cac aaa qtc tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu val Thr His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 240 

<210> 18 
<211> 239 



C51) 2000-80100 
99 100 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (3) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Leu, 
lie or Val . 

<220> 

<221> unsure 
<222> (4) 

<223> This amino acid has not vet been determined 
and is possibly either one of Leu, Pro, 
His or Arq. 

<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (117) 

<223> This amino acid has not yet been determined 

and is possibly either one of Leu, lie 

or Val . 
<400> 18 

Met Arq Xaa Xaa Ala Gin Leu Leu Civ Leu Leu Met Phe Trp Val Ser 

15 10 15 

Gly Ser Ser Gly Asp lie Val Met Thr Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Glv Glu Pro Ala Ser lie Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

Pro Gly Gin Ser Pro Gin Phe Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

Cys Met Gin Ala Xaa Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro 

130 135 140 

Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 



(52) 2000-80100 
101 102 
ISO 185 190 

Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tyr Clu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lvs Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 

<210> 19 
<211> 720 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> CI).. (720) 
<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<221> V_reqrion 
<222> (61).. (397) 
<220> 

<221> C_recnon 
<222> (398).. (717) 
<220> 

<221> unsure 
<222> (74) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of He, 
Thr, Asn or Ser. 

<220> 

<221> unsure 
<222> (80) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (637) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Cln, 
Lys or Glu. 

<220> 

<221> unsure 
<222> (643) 

<223> This base has rot yet been determined. The codon 
containinq this base encodes either one of Cln, 
Lys or Glu. 

<220> 

<221> unsure 
<222> (657) 



C53) ttffl2 0 0 0 - 80 1 0 0 

103 104 
<223> This base has not yet been determined. The codon 
cintaininq this base encodes Cvs or Trp. 

<220> 

<221> unsure 
<222> (659) 

<223> This base has not yet been determined. The codon 
containinq this base either one of Val , Ala, Glu 
or Gly. 

<220> 

<221> unsure 
<222> (665) 

<223> This base has not yet been determined. The codon 

containinq this base encodes either one of He, 

Thr, Asn or Ser. 
<400> 19 

atq aqq etc cct get caq etc ctq qqq ctq eta atq etc tqq qtc tct 48 
Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

15 10 15 

qqa tec aqt qqq qat att qtq atq ant caq tnt cca etc tec ctq ccc 96 
Gly Ser Ser Gly Asp He Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

qtc acc cct qqa qaq ccq qcc tec ate tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Gly Glu Pro Ala Ser He Ser Cvs Arq Ser Ser Gin Ser 

35 40 45 

etc ctq aat aqt aat qqa tac aac tat ttc qat tqq tac ctq caq aaq 192 
Leu Leu Asn Ser Asn Gly Tyr Asn Tyr Phe Asp Trp Tyr Leu Gin Lys 

50 55 60 

cca qqq caq tct cca caq etc ctq ate tat ttq qqt tct aat coq qcc 240 
Pro Gly Gin Ser Pro Gin Leu Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qct qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lys lie Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

tqc atq caa act eta caa act cca ttc act ttc qqc cct qqq acc aaa 384 
Cys Met Gin Thr Leu Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 



(54) ^^2000-80100 
105 106 
ISO 185 190 

aac aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq qtq aqc aaa 624 
Asn Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Val Ser Lvs 

195 200 205 

pea qaa tac qaq naa cac naa qtt tac qcc tqn qna qtc anc cat caq 672 
0 Ala Glu Tyr Glu Xaa His Xaa Val Tyr Ala Xaa Xaa Val Xaa His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
225 230 235 240 

<210> 20 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (25) 

<223> This amino acid has not yet been determined 
and is possibly either one of He, Thr, 
Asn or Ser. 

<220> 

<22l> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (213) 

<223> This amino acid has not yet been determined 
and is possibly either one of Gin, Lys 
or Glu. 

<220> 

<221> unsure 
<222> (215) 

<223> This amino acid has not yet been determined 
and is possibly either one of Gin, Lys 
or Glu. 

<220> 

<221> unsure 
<222> (219) 

<223> This amino acid has not yet been determined 
and is possibly Cys or Trp. 

<220> 

<22l> unsure 
<222> (220) 

<223> This amino acid has not yet been determined 
and is possibly either one of Val, Ala, 
Glu or Gly. 

<220> 



(55) ^20 00 -8 0 1 0 0 

107 108 
<221> unsure 
<222> (222) 

<223> This amino acid has not yet been determined 
and is possibly either one of He, Thr, 
Asn or Ser. 

<400> 20 

Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

15 10 15 

Glv Ser Ser Gly Asp He Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser lie Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu Asn Ser Asn Gly Tyr Asn Tyr Phe Asp Trp Tyr Leu Gin Lvs 

50 55 60 

Pro Gly Gin Ser Pro Gin Leu Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 no 

Cys Met Gin Thr Leu Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro 
130 135 140 

Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lvs Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

ISO 185 190 

Asn Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Val Ser Lys 

195 200 205 

Ala Glu Tyr Glu Xaa His Xaa Val Tyr Ala Xaa Xaa Val Xaa His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 

<210> 21 
<211> 720 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<22l> V_ region 
<222> (61).. (397) 



(56) »WJ2 0 0 0 - 8 0 100 

109 110 

<220> 

<221> C_recnon 
<222> (393).. (717) 
<220> 

<221> unsure 
<222> (1)..(2) 

<223> These bases have not yet been determined. The 
codon containing these bases highly possibly 
encodes Met. 

<220> 

<221> unsure 
<222> (7) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 
Leu , He or Val . 

<220> 

<221> unsure 
<222> (11).. (12) 

<223> These bases have not vet been determined. The 

codon containing these bases encodes either one of 
Leu, Pro, His, Gin or Arq. 

<220> 

<221> unsure 
<222> (14) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Val, 
Ala, Asp or Gly. 

<220> 

<221> unsure 
<222> (31) 

<223> This base has not yet been determined. The codon 
containing this base encodes either Leu, lie or 
Val . 

<220> 

<221> unsure 
<222> (47) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (74) . 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of lie, 
Thr, Asn or Ser. 

<220> 

<221> unsure 
<222> (80) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 



(57) ^§8 2000-80100 

111 112 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (87) 

<223> This base has not yet been determined. The codon 
containinq this base hiqhly possibly encodes Leu. 

<220> 

<221> unsure 
<222> (88) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 
Leu , lie or Val . 

<220> 

<221> unsure 
<222> (349) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Leu, 
He or Val. 



<220> 

<221> unsure 
<222> (648) 

<223> This base has not yet been determined. The codon 
containinq this base hiqhly possibly encodes Val. 

<220> 

<221> unsure 
<222> (693) 

<223> This base has not yet been determined. The codon 
containinq this base hiqhly possibly encodes Thr. 
<40O> 21 

nnq aqq ntc cnn qnt cap etc ctq qqq ctq nta atq etc tqq qtc tnt 48 
Xaa Arq Xaa Xaa Xaa Gin Leu Leu Gly Leu Xaa Met Leu Trp Val Xaa 

15 10 15 

qqa tec aqt qqq qat att qtq atq ant caq tnt cca ctn ntc ctq ccc 96 
Gly Ser Ser Gly Asp lie Val Met Xaa Gin Xaa Pro Xaa Xaa Leu Pro 

20 25 30 

qtc acc cct qqa qaq ccq qcc tec ate tec tqt aqq tct qqt caq cqc 144 
Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Gly Gin Arq 

35 40 45 

etc ctq cat aqa aat qqa aac acc tat ttq qat tqq tac ctq caq aaq 192 
Leu Leu His Arq Asn Gly Asn Thr Tyr Leu Asp Trp Tyr Leu Gin Lys 
50 55 60 



cca qqq caq tec cca caq etc ctq ate tat ttq qqt tct qat cqq qcc 240 

Pro Gly Gin Ser Pro Gin Leu Leu lie Tyr Leu Gly Ser Asp Arq Ala 

65 70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttc 288 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qct qaq qat qtt qqq qtt tat tac 336 



(53) £H 2000-80100 

113 114 
Thr Leu Lys lie Ser Arq Val Clu Ala Glu Asp Val Gly Val Tyr Tyr 

100 10 S no 

tqc atq caa get nta caa att cca ttc act ttc qqc cct qqq acc aaa 384 
Cvs Met Gin Ala Xaa Gin He Pro Phe Thr Phe Gly Pro Gly Thr Lvs 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp He Lvs Arq Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lvs Ser Gly Thr Ala Ser Val Val Cys Leu 
14 5 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa ota caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lvs Val Gin Trp Lvs Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

ISO 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

qca qac tac qaq aaa cac aaa qtn tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys His Lys Xaa Tyr Ala Cvs Glu Val Thr His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc acn aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Xaa Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 240 

<210> 22 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (1) 

<223> This amino acid has not yet been determined 
and is possibly Met. 

<220> 

<221> unsure 
<222> (3) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Leu, 
lie or val. 

<220> 

<221> unsure 
<222> (4) 

<223> This amino acid has not yet been determined 
and is possibly either one of Leu, Pro, 
His, Gin or Arq. 

<220> 

<221> unsure 
<222> (5) 



C59) 

115 

<223> This amino acid has not yet been determined 
and is possibly either one of Val , Ala, 
Asp or Cly. 

<220> 

<221> unsure 
<222> (11) 

<223> This amino acid has not vet been determined 
and is possibly either one of Leu, lie 
or Val . 

<220> 

<221> unsure 
<222> (16) 

<223> This amino acid has not vet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (25) 

<223> This amino acid has not yet been determined 
and is possibly either one of lie, Thr, 
Asn or Ser. 

<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (29) 

<223> This amino acid has not yet been determined 
and is possibly Leu. 

<220> 

<221> unsure 
<222> (30) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Leu, 
lie or Val . 

<220> 

<221> unsure 
<222> (117) 

<223> This amino acid has not yet been determined 
and is possibly either one of Leu, He 
or Val . 

<220> 

<221> unsure 
<222> (216) 

<223> This amino acid has not yet been determined 
and is possibly Val . 

<220> 



^2 0 0 0 - 8 0 1 0 0 
116 



(60) #BB 2000-80 100 

127 118 
<221> unsure 
<222> (231) 

<223> This amino acid has not vet been determined 

and is possibly Thr. 
<400> 22 

Xaa Arq Xaa Xaa Xaa Cln Leu Leu Gly Leu Xaa Met Leu Trp Val Xaa 

15 10 15 

Civ Ser Ser Civ Asp lie Val Met Xaa Gin Xaa Pro Xaa Xaa Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser lie Ser Cvs Arq Ser Glv Gin Arq 

35 40 45 

Leu Leu His Arq Asn Glv Asn Thr Tyr Leu Asp Trp Tyr Leu Gin Lvs 

50 55 60 

Pro Gly Gin Ser Pro Gin Leu Leu He Tyr Leu Gly Ser Asp Arq Ala 
65 70 75 SO 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser .Gly Thr Asp Phe 

85 90 95 

Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

Cys Met Gin Ala Xaa Gin lie Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

Val Asp lie Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
14 5 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 
180 185 190 

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tyr Glu Lys His Lys Xaa Tyr Ala Cvs Glu Val Thr His Gin 

210 215 220 

ay Leu Ser Ser Pro Val Xaa Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 

<210> 23 
<211> 429 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 
<220> 

<221> sia_peptide 
<222> CD.- (57) 
<220> 

<221> V_reqion 
<222> (58).. (429) 
<220> 



(61) ttffi 2000-80100 

119 120 
<22l> N_ region 
<222> (352).. (354) 
<220> 

<221> N_recnon 
<222> (370).. (373) 
<400> 23 

atq qaa ttt ggq ctq aqc tqq qtt ttc etc qtt qct ctt tta aqa qqt 48 
Met Clu Phe Civ Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Civ 

15 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct qqq qqa qqc qtq qtc caq 96 
Val Gin Cvs Gin Val Gin Leu Val Glu Ser Glv Glv Glv Val Val Cln 

20 25 30 

cct qqq qqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc ace ttc 144 
Pro Glv Glv Ser Leu Arq Leu Ser Cvs Ala Ala Ser Glv Phe Thr Phe 

35 40 45 

aqt acc tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Thr Tvr Civ Met His Trp Val Arq Gin Ala Pro Glv Lvs Glv Leu 

50 55 60 

qaq tqq qtq qca qtt ata tqq ttt qat qqa aqt cat aaa tac tat qca 240 
Glu Trp Val Ala Val lie Trp Phe Asp Gly Ser His Lys Tyr Tyr Ala 
65 70 75 80 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Glv Arq Phe Thr He Ser Arq Asp Asn Ser Lvs Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqc ctq aqa qcc qaq qac acq qct ata 336 
Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala He 

100 105 110 

tat tac tqt qcq aqa cac aqc aqt qqc tqq tac qaq qac tac tac tac 384 
Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 24 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<40O> 24 

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Civ Glv Val Val Gin 

.20 25 30 

Pro Glv Gly Ser Leu Arq Leu Ser Cvs Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Thr Tyr Cly Met His Trp Val Arq Gin Ala Pro Gly Lys Cly Leu 

50 55 60 

Glu Trp Val Ala Val He Trp Phe Asp Gly Ser His Lys Tyr Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 
85 90 95 



(62) 2000-80100 
121 122 
Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala lie 

100 105 110 

Tyr Tyr Cys Ala Arq His Ser Ser Cly Trp Tyr Glu Asp Tvr Tyr Tyr 

115 120 125 

Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 25 
<211> 429 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 

<220> 

<221> sicupeptide 
<222> (1) ..(57) 
<220> 

<221> V_ region 
<222> (58).. (429) 
<220> 

<221> N_reqrion 
<222> (352).. (354) 
<220> 

<221> N_reqion 
<222> (370).. (373) 
<400> 25 

atq qaq ttt qqq ctq aqc tgq qtt ttc etc qtt qct ctt tta aqa qqt 
Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

qtc cap tqt caq qtq caq ctq qtq qaq tct qqq qqa qqc qtq qtc caq 
Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

cct qqq aqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc acc ttc 
Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 
35 40 45 

aqt aqc tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Ser Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

qaa tqq qtq qca qtt ata tqq ttt qat qqa aqt aaq aaa tac tat qca 240 
Glu Trp Val Ala Val lie Trp Phe Asp Gly Ser Lys Lys Tyr Tyr Ala 
65 70 75 SO 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tea aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqc ctq aqa qcc qaq qac acq qct qtq 336 
Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

tat tac tqt qcq aqa cac aqc aqt qqc tqq tac qaq qac tac tac tac 384 



96 



144 



(63) WW 2 0 0 0 - 8 0 1 0 0 

123 

Tvr Tyr Cys Ala Arq His 
115 

qqt atq qac qtc tqq qqc 
Glv Met Asp Val Trp Gly 

130 
<210> 26 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<400> 26 

Met Glu Phe Glv Leu Ser 

1 5 
Val Gin Cvs Gin Val Gin 
20 

Pro Gly Arq Ser Leu Arq 
35 

Ser Ser Tyr Gly Met His 
50 

Glu Trp Val Ala Val He 
65 70 
Asp Ser Val Lys Gly Arq 
85 

Thr Leu Tyr Leu Gin Met 
100 

Tyr Tyr Cys Ala Arq His 
115 

ay Met Asp val Trp Gly 

130 
<210> 27 
<211> 429 
<212> ONA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 
<220> . 

<221> siq_peptide 
<222> (1)..(57) 
<220> 

<221> V_reqion 
<222> (58)..C429) 
<220> 

<221> N_recrion 
<222> (352).. (354) 
<220> 

<221> N_region 
<222> (370).. (373) 
<220> 

<221> unsure 
<222> (1)..(2) 



Ser Ser Gly Trp Tyr Glu Asp Tvr Tvr Tyr 

120 125 
caa qqq acc acq qtc acc qtc tec tea 429 
Gin Gly Thr Thr Val Thr Val Ser Ser 
135 140 



Trp Val Phe Leu Val Ala Leu Leu Arq Glv 

10 15 
Leu val Glu Ser Glv Glv Glv val val Gin 

25 30 
Leu Ser Cys Ala Ala Ser Gly Phe Thr Fhe 

40 45 
Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

55 60 
Trp Phe Asp Glv Ser Lys Lys Tyr Tyr Ala 
75 80 
Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

90 95 
Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

105 110 
Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

120 125 
Gin Gly Thr Thr Val Thr Val Ser Ser 
135 140 



C64) 2000-80100 
125 126 
<223> These bases have not vet been determi ned . The codon 
containing these bases hiqhlv possibly encodes 
Met. 

<220> 

<221> unsure 
<222> (7).. (9) 

<223> These bases have not vet been determined. 
<220> 

<221> unsure 
<222> (14) 

<223> This base has not vet been determined. The codon 
containi nq this base encodes either one of Met, 
Thr, Lvs or Arq. 

<220> 

<221> unsure 
<222> (18) 

<223> This base has not yet been determined. The codon 
containinq this base encodes Ser or Arq. 

<220> 

<221> unsure 
<222> (28) 

<223> This base has not vet been determined. The codon 
containinq this base encodes either Phe, Leu, He 
or Val . 

<220> 

<221> unsure 
<222> (32) 

<223> This base has not yet been determined. The codon 

containinq this base encodes either one of Val.Ala, 

Asp or Gly. 
<400> 27 

nnq qaq nnn qqq anq aqn tqq qtc ttc ntc gnt qct eta aqa aqa qqt 48 
Xaa Glu Xaa Gly Xaa Xaa Trp Val Phe Xaa Xaa Ala Leu Arq Arq Gly 

15 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct qqq qqa qqc qtq qtc caq 96 
Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

cct qqq aqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc acc ttc 144 
Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

aqt acc tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Thr Tyr Gly Met his Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

qaq tqq qtq qca qtt ata tqq tat qat qqa aqt aat caa tac tat- qca 240 
Glu Trp Val Ala Val He Trp Tyr Asp Gly Ser Asn Gin Tyr Tyr Ala 
65 70 75 80 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 
85 90 95 



(65) 2000-80100 
127 128 
acq ctq tat ctq caa atq aac aqa ctq aqa qcc qaq qac acq qct qtq 336 
Thr Leu Tvr Leu Gin Met Asn Arq Leu Arq Ala Clu Asp Thr Ala Val 

100 105 HO 

tat tac tqt acq aaa cat aqc aqt qqc tqq tac qaq qac tac tac tac 384 
Tvr Tvr Cvs Ala Arq His Ser Ser Gly Trp Tyr Clu Asp Tyr Tyr Tyr 

115 120 12 5 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Cly Met Asp Val Trp Gly Cln Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 28 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (1) 

<223> This amino acid has not vet been determined 
and is possibly Met. 

<220> 

<221> unsure 
<222> (3) 

<223> This amino acid has not vet been determined. 
<220> 

<221> unsure 
<222> (5) 

<223> This amino acid has not yet been determined 
and is possibly either one of Met, Thr, Lys 
or Arq. 

<220> 

<221> unsure 
<222> (6) 

<223> This amino acid has not yet been determined 
and is possibly Ser or Arq. 

<220> 

<221> unsure 
<222> (10) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Leu, He 
or Val . 

<220> 

<221> unsure 
<222> (11) 

<223> This amino acid has not yet been determined 

and is possibly either one of Val, Asp, Arq 

or Cly. 
<40O> 28 

Xaa Clu Xaa Cly Xaa Xaa Trp Val Phe Xaa Xaa Ala Leu Arq Arq Cly 

15 10 15 

Val Cln Cys Gin Val Cln Leu Val Clu Ser Gly Cly Cly Val Val Cln 
20 25 30 



C66) #BB 2000-80100 

129 130 
Pro Cly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Fhe 

35 40 45 

Ser Thr Tvr Cly Met His Trp Val Arq Gin Ala Pro Gly Lvs Gly Leu 

50 55 60 

Glu Trp Val Ala Val lie Trp Tvr Asp Gly Ser Asn Gin Tyr Tyr Ala 
65 70 75 SO 

Asp Ser Val Lvs Glv Arq Phe Thr lie Ser Arq Asp Asn Ser Lvs Asn 

85 90 95 

Thr Leu Tvr Leu Gin Met Asn Arq Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

Tvr Tyr Cvs Ala Arq His Ser Ser Glv Trp Tvr Glu Asp Tyr Tyr Tyr 

115 120 125 

Glv Met Asp Val Trp Gly Gin Glv Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 29 
<211> 429 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 
<220> 

<221> siq_peptide 
<222> (1)..(57) 
<220> 

<221> V_ region 
<222> (58).. (429) 
<220> 

<221> N_region 
<222> (352).. (354) 
<220> 

<221> N_region 
<222> (370).. (373) 
<220> 

<221> unsure 
<222> (7).. (9) 

<223> These bases have not yet been determined. 
<22Q> 

<221> unsure 
<222> (22) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 
Leu, lie or Val . 

<220> 

<221> unsure 

<222> (32) \ 
<223> This base has not yet been determined. The codon 

containinq this base encodes either one of Val, 

Ala, Asp or Gly. 
<400> 29 



C67) *»H2 0 00 - 80 1 0 0 

131 132 
atq qaq nnn qqq aqq aqc tqq ntc ttc qtc qit qct eta aqa aqa qqt 48 
Met Glu Xaa Cly Arq Ser Trp Xaa Phe Val Xaa Ala Leu Arq Arq Civ 

1.5 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct aqq qqa qqc qtq qtc caq 96 
Val Gin Cvs Gin Val Gin Leu Val Glu Ser Cly Gly Gly Val Val Gin 

20 25 30 

cct qqq aqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc ace ttc 144 
Pro Gly Arq Ser Leu Arq Leu Ser Cvs Ala Ala Ser Cly Phe Thr Phe 
35 40 45 



aqt acc tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Thr Tyr Cly Met His Trp Val Arq Gin Ala Pro Gly Lvs Gly Leu 

50 55 60 

qaq tqq qtq qca qtt ata tqq tat qat qqa aqt aat caa tac tat qca 240 
Glu Trp Val Ala Val He Trp Tyr Asp Gly Ser Asn Gin Tyr Tyr Ala 
65 70 75 SO 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqa ctq aqa qcc qaq qac acq qct qtq 336 
Thr Leu Tyr Leu Gin Met Asn Arq Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

tat tac tqt qcq aqa cat aqc aqt qqc tqq tac qaq qac tac tac tac 384 
Tyr Tyr Cvs Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp ay Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 30 
<2U> 143 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (3) 

<223> This amino acid has not yet been determined. 
<220> 

<221> unsure 
<222> (8) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Leu, 
He or Val. 

<220> 

<221> unsure 
<222> (11) 

<223> This amino acid has not yet been determined 

and is possibly either one of Val , Ala, 

Asp or Gly. 
<40O> 30 

Met Glu Xaa Gly Arq Ser Trp Xaa Phe Val Xaa Ala Leu Arq Arq Gly 



C68) ^2 0 0 0 - 8 0 1 0 0 

133 134 
15 10 15 

Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Glv Gly Val Val Gin 

20 25 30 

Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Fhe 

35 40 45 

Ser Thr Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lvs Gly Leu 

50 55 60 

Glu Trp Val Ala Val He Trp Tvr Asp Glv Ser Asn Gin Tvr Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Glv Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

35 90 95 

Thr Leu Tyr Leu Gin Met Asn Arq Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

Tvr Tvr Cys Ala Arq hris Ser Ser Gly Trp Tyr Glu Asp Tvr Tyr Tyr 

115 120 125 

Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 31 
<2U> 429 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1) . . (429) 



<220> 

<221> siq_peptide 
<222> (1).. (57) 
<220> 

<221> V_ region 
<222> (58).. (429) 
<220> 

<221> N_ region 
<222> (352).. (354) 
<220> 

<221> N_region 
<222> (370).. (373) 
<400> 31 

atq gag ttt ggq ctq age tqq qtt ttc etc gtt get ctt tta aga qgt 48 
Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

qtc caq tqt caq qtq caq ttq qtq qaq tct qqq qqa qqc qtq qtc caq 96 
Val Gin Cys Gin Val Gin Leu Val Glu Ser a y Gly Gly Val Val Gin 

20 2 5 30 

cct gqq aqq tec ctq aga etc tec tqt qca acq tct qga ttc ace ttc 144 
Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Thr Ser Gly Phe Thr Phe 
35 40 45 



agt gac tat ggc atq cac tqq qtc cqc caq qct cca qqc aaq qqg ctq 192 
Ser Asp Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 



C69) *?g82 000-80100 

135 136 
50 55 60 

qaq tqq qtq qca qtt ata tqq tat qat qqa aqc cat aaa ttc tat qca 240 
Glu Trp Val Ala Val lie Trp Tvr Asp Glv Ser His Lys Phe Tvr Ala 
65 70 75 80 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr lie Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqc ctq aqa qcc qaq qac acq qct qtq 336 
Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

tat tat tqt qcq aqa cac aqc aqt qqc tqq tac qaq qac tac tac tac 334 
Tvr Tyr Cvs Ala Arq His Ser Ser Glv Trp Tvr Glu Asp Tvr Tyr Tvr 

U5 120 125 

qqt atq qac qtc tqq qqc cca qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp Gly Pro Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 32 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<40O> 32 

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Thr Ser Gly Phe Thr Phe 

35 40 45 

Ser Asp Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp Val Ala Val lie Trp Tyr Asp Gly Ser His Lys Phe Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Thr lie Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

Gly Met Asp Val Trp Gly Pro Gly Thr TTir Val Thr Val Ser Ser 

130 135 140 

<210> 33 
<211> 429 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 
<220> 

<221> siq_peptide 
<222> (1)..(57) 
<220> 



(70) ^2000-80100 
137 138 
<221> V_region 
<222> (58)..C429) 
<220> 

<221> N_region 
<222> (352).. (354) 
<220> 

<221> N_ region 
<222> (370).. (373) 
<400> 33 

atq qaq ttt qqq ctq aqc tqq qtt ttc etc qtt get ctt tta aqa qqt 48 
Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct cjqq qqa qqc qtq qtc caq 96 
Val Gin Cvs Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

cct qqq aqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc ace ttc 144 
Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

aqt ace tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Thr Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

qaq tqq qtq qca qtt ata tqq tat qat qqa aqt tat aaa tac tat qca 240 
Glu Trp Val Ala Val He Trp Tvr Asp Gly Ser Tyr Lys Tyr Tyr Ala 
65 70 75 80 

qac tec qtq aaq qqc cqa ttc ace ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqc ctq aqa qcc qaq qac acq qct qtq 336 
Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 no 

tat tac tqt qcq aqa cac aqc aqt qqc tqq tac qaq qac tac tac tac 384 
Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

qqt atq qac qtc tqq qqc caa qqq ace acq qtc ace qtc tec tea 429 
Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 34 
<2U> 143 
<212> PRT 
<213> Homo sapiens 
<400> 34 

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

Val Gin Cys Gin Val an Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Thr Tyr Gly Met Wis Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp Val Ala Val lie Trp Tyr Asp Gly Ser Tyr Lys Tyr Tyr Ala 



(71) &M 2000-80100 

139 140 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Tvr Leu Cln Met Asn Ser Leu Arq Ala Clu Asp Thr Ala Val 

100 105 110 

Tvr Tyr Cys Ala Arq His Ser Ser Civ Trp Tyr Clu Asp Tyr Tyr Tyr 

115 120 125 

Cly Met Asp Val Trp Cly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 35 
<211> 429 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 
<220> 

<221> siq_peptide 
<222> (D..C57) 
<220> 

<221> V_ region 
<222> (58).. (429) 
<220> 

<221> N_region 
<222> (352).. (354) 
<220> 

<221> N_reqrion 
<222> (370).. (373) 
<40O> 35 

atq qaq ttt qqq ctq aqc tgq qtt ttc etc qtt qct ctt tta aqa qqt 48 
Met Clu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Cly 

15 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct qqq qqa qqc qtq qtc caq 96 
Val Cln Cys Gin Val Cln Leu Val Clu Ser Gly Gly Gly Val Val Cln 

20 25 30 

cct qqq aqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc acc ttc 144 
Pro Cly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

aqt aqc tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Ser Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

qaq tqq qtq qca qtt ata tqq tat qat qqa aqt tat aaa ate tat qca 240 
Glu Trp Val Ala Val lie Trp Tyr Asp Gly Ser Tyr Lys He Tyr Ala 
65 70 75 80 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq aat ctq caa atq aac aqc ctq aqa qcc qaq qac acq qct qtq 336 
Thr Leu Asn Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 
100 105 110 



(72) ftffl 2000-80100 

141 142 
tat tat tqt qcq aqa cac aqc aqt qqc tqq tat qaq qac tac tac tac 384 
Tvr Tyr Cvs Ala Arq His Ser Ser Civ Trp Tyr Clu Asp Tvr Tyr Tvr 

115 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp Cly Gin Gly Thr Thr Val Thr val Ser Ser 

130 135 140 

<210> 36 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<400> 36 

Mat Glu Phe Glv Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

Val Gin Cvs Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Ser Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp Val Ala Val He Trp Tyr Asp Gly Ser Tyr Lys lie Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Asn Leu Gin Ktet Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 no 

Tyr Tvr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

Gly Met Asp Val Trp Glv Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 37 
<211> 429 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 
<220> 

<221> siq_peptide 
<222> (1)..(57) 
<220> 

<221> V_reqion 
<222> (58).. (429) 
<220> 

<221> N_reqion 
<222> (352).. (354) 
<220> 

<221> N_ real on 
<222> (370).. (373) 
<400> 37 

atq qaa ttt qqq ctq aqc tqq qtt ttc etc qtt qct ctt tta aqa qqt 48 



(73) ^20 0 0 - 8 0 100 

143 144 
Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Civ 

15 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct qqq qqa qqc qtq qtc caq 96 
Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Glv Val Val Gin 

20 25 30 

cct qqq qqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc acc ttc 144 
Pro Glv Glv Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

aqt acc tat aqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Thr Tyr Gly Met hhs Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

qaq tqq qtq aca qtt ata tqq ttt qat qqa aqt cat aaa tac tat oca 240 
Glu Trp Val Ala Val He Trp Phe Asp Glv Ser His Lys Tyr Tyr Ala 
65 70 75 80 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqc ctq aqa qcc qaq qac acq qct ata 336 
Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala He 

100 105 HO 

tat tac tqt qcq aqa cac aqc aqt qqc tqq tac qaq qac tac tac tac 384 
Tyr Tyr Cys Ala Arq His Ser Ser Glv Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp ay Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 38 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<400> 38 

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

Val Gin Cys Gin Val an Leu Val Glu Ser Gly Cly Gly Val Val Gin 

20 25 30 

Pro Gly Gly Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Thr Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

Clu Trp Val Ala Val He Trp Phe Asp Glv Ser His Lys Tyr Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala He 

100 105 110 

Tyr Tyr Cys Ala Arq His Ser Ser Glv Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

Gly Met Asp Val Trp ay Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 39 



(74) 2000-80100 
145 146 
<211> 417 
<212> DMA. 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1) ..(417) 
<220> 

<221> siq_peptide 
<222> (1)..(57) 
<220> 

<221> V_recrion 
<222> (58).. (417} 
<22Q> 

<221> N_ region 
<222> (348).. (349) 
<220> 

<22l> N_recpon 
<222> (357) 
<220> 

<221> unsure 
<222> (231) 

<223> This base has not yet been determined. The codon 
containing this base hiqhly possibly encodes Tyr. 
<400> 39 

atq aaa cat ctq tqq ttc ttc ctt etc ctq qtq qca qct ccc aqa tqq 48 
Met Lvs His Leu Trp Fhe Phe Leu Leu Leu Val Ala Ala Pro Arq Trp 

15 10 15 

qtc ctq tec caq qtq caq ctq caq qaq tcq qqc cca qqa ctq qtq aaq 96 
Val Leu Ser Gin Val Gin Leu Gin Glu Ser Gly Pro Gly Leu Val Lys 

20 25 30 

cct tcq qaq acc ctq tec etc acc tqc act qtc tct qqt qqc tec ate 144 
Pro Ser Glu Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser lie 

35 40 45 

aqt acjt tac tac tqq aqc tqq ate cqq caq ccc cca qqq aaq qqa ctq 192 
Ser Ser Tyr Tyr Trp Ser Trp lie Arq Gin Pro Pno Gly Lys Gly Leu 

50 55 60 

qaq tqq att qqq tat ate tat tac aqt qqq aqc acc aan tac aac ccc 240 
Glu Trp He Gly Tyr He Tyr Tyr Ser Gly Ser Thr Xaa Tyr Asn Pro 
65 70 75 80 

tec etc aaq aqt cqa qtc acc at a tea qtq qac acq tec aaq aac caq 288 
Ser Leu Lys Ser Arq Val Thr He Ser Val Asp Thr Ser Lys Asn Gin 
85 90 95 

ttc tec ctq aaq ctq aqc tct qtq acc qct qcq qac acq qcc qtt tat 336 
Fhe Ser Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr 

100 105 U0 

tac tqt qcq aqc qca qta acc tac tac tac tac tac qqt ttq qac qtc 384 
Tyr Cys Ala Ser Ala Val Thr Tyr Tyr Tyr Tyr Tyr Gly Leu Asp Val 

115 120 125 

tqq qqc caa qqq acc acq qtc acc qtc tec tea 417 
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147 148 
Trp Glv Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 
<210> 40 
<211> 139 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (77) 

<223> This amino acid has not yet been determined 

and is possibly Tyr. 
<400> 40 

Met Lvs His Leu Trp Fhe Phe Leu Leu Leu Val Ala Ala Pro Arq Trp 

15 10 15 

Val Leu Ser Gin Val Gin Leu Gin Glu Ser Gly Pro Gly Leu Val Lys 

20 25 30 

Pro Ser Glu Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser He 

35 40 45 

Ser Ser Tyr Tyr Trp Ser Trp He Arq Gin Pro Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp lie Gly Tyr He Tyr Tyr Ser Gly Ser Thr Xaa Tyr Asn Pro 
65 70 75 80 

Ser Leu Lys Ser Arq Val Thr He Ser Val Asp Thr Ser Lvs Asn Gin 

85 90 95 

Fhe Ser Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr 

100 105 HO 

Tyr Cvs Ala Ser Ala Val Thr Tyr Tyr Tyr Tyr Tyr Gly Leu Asp Val 

115 120 125 

Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 
<210> 41 
<211> 429 
<212> DNA 
<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(429) 

<220> 

<221> siq_peptide 
<222> (1)..(57) 
<220> 

<221> V_reqrion 
<222> (58).. (429) 
<220> 

<221> N_region I 

<222> (352).. (354) 

<220> 

<221> N_ region 
<222> (370).. (373) 
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<40O> 41 

atq qaq ttt qqq ctq aqc tqq qtt ttc etc qtt qct ctt tta aqa qqt 48 
Met Clu Phe Civ Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Civ 

15 10 15 

qtc caq tqt caq qtq caq ctq qtg qaq tct qqq qqa qqc qtq qtc caq 96 
Val Gin Cvs Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 
20 25 30 



cct qqq aqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc ace ttc 144 
Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

aqt aoc tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Ser Tyr Glv Met His Trp Val Arq Gin Ala Pro Gly Lvs Cly Leu 

50 55 60 

qaq tqq qtq qca qtt ata tqq tat qat qqa aqt aat aaa tac tat qta 240 
Glu Trp Val Ala Val He Trp Tyr Asp Gly Ser Asn Lys Tyr Tyr Val 
65 70 75 80 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr lie Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqc ctq aqa qcc qaq qac acq qct qtq 336 
Thr Leu Tyr Leu Gin Mat Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

tat tac tqt qcq aqa cac aqc aqt qqc tqq tac qaq qac tac tac tac 384 
Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 42 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<40O> 42 

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Cly 

15 10 15 

Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Ser Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp Val Ala Val lie Trp Tyr Asp Gly Ser Asn Lys Tyr Tyr Val 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 
115 120 125 
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152 



Cly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 43 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :Artifici ally 
synthesized adaptor sequence 

<220> 

<221> misc_difference 
<222> (1)..(27) 
<400> 43 

ccatcctaat acqactcact ataqqqc 
<210> 44 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence rArtifici ally 
synthesized primer sequence 

<220> 

<221> primer_bind 
<222> (1) . .(25) 
<40O> 44 

ccaqqqccqc tqtqctctcq qaqqt 
<210> 45 
<211> 23 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence :Artifici ally 
synthesized primer sequence 

<220> 

<221> primer_bind 
<222> (1)..(23) 
<400> 45 

qqqqqtcaqq ctqqaactga qqa 

coils] rmm-7V-r*xb} 

EW#-5^ : 3 40 
#£{4® : (80) 

tP3F>«, Phe, Ser Tyr&tcttQvsO^TtifrZ^- 

Kir*. 

*??£{£B : (467) 

tf3K>tt, Phe, Ser Tyr£tcteCvs<D{,*~rtifr$:zi - 
: (492) 



27 



25 



fr=iK>te % PhegfcteLeu^n 



23 



HW*9 
?«Efi» 

Off*. 



4 

(27) 

Phe, Ser, Tyr£ fcteCysCDl^Tft^-C*) 
(156) 

Phe, Ser. Tyr£fcteCvs<DC>rftrt>-C<fc 



(164) 

*T a y MUSSES S*iTl>tt l*. 
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^TS^Hte. Phe*fcttLeu-C*D«*. 
IE?»J#^ : 7 
UWSSS. ■ (74) 
fl&£>tft« : *tt»i*fc«S8ntC»)S:ir». 
toF>Mt* He, Thi\ Asn*fc«Ser<^(r»"r , tl^*3- 

fts. 

: (80) 

to K>tt % Phe. Ser. Tyrg fc»Cys0<r>?tl*>&:3 - 

ft*. 

: (2 52) 

tf3F>«, Pro*3- FT*oJ«tt#JSl». 
OJ« : 8 
??SE{iK : (2 5) 

*7$/8«, He. Thr\ AsnSfcttSeriDliTtifrr* 
mi&S : (27) 

^TS^&li. Phe, Ser, Tyr*fcttCysOl>Ttl0>-C& 
: (84) 

*r^»t ProT&r>f#£. 
®J« : 9 

??£EfiB : (230) 

feOtSfB : :**»**/afcJE3ftri»tt<r*. ^S^3 
toF>tt, Phe, Ser, iyrSfci2tys4X»Ttlft>£=>-- 

ft*. 

SfiEfiiB : (2 52) 

toF>tt, Pro*3- Fr5Plfi6tt3&«m^ 
?f £{£S : (349) 

tP3F>tt, Leu, Ile*^:CiVal(Dt»Ttl35P*3— FT 

EMM : 1 0 
#£{4B : (77) 

*7 5/Mtt % Phe, Ser, Tyr*fc6iCysCOC^Ttl3^r& 

ffSEfiB : (84) 

*7^8it Pn>V 
ffflEffiiB : (117) 

teomts : *T ^ ^Btt*/c&E3nri>fc(,>. 

*7 5^i(i, Leu, I1e*/c«VaTOC»m^r**)f# 

4. 

E?'J#^ : 1 1 
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&&&& : (74) 

: 3 tirt>tti>. 

toF>tt, He. Tbr, AsngfctiSeKDC *Ttl#>£ =i - 
FT*. 

i?S(4il : (80) 

flbOflHR : **»**)K«3E3tm»Ja:l». *iSS^^ 
&3F>lt Phe, Ser, TvrSfc«Cvs^l*Ttl3fc*:a- 
FT*. 

: (349) 

io ffeotiWB : *6S«*/c^3nr(,^j:^ 0 

to F>tt. Leu. lle*fc(ival<ZX»Tti3&>£=i-- FT 
6. 

: (437) 

ffi<0t»fB:*****A:»*3tirc»ttC». 

to K>B. Phe, Ser, Tyr*/ctiCys<DC^Ttl^4=»- 

FT£. 

£&{£B : (648) 

: 3WBB«5R5K«S3tiri>ftO». 
toF>». Val*=i- FTSpMRttMft*. 
20 EW*^- : 1 2 

: (2 5) 

fl&©«« : #7 $ >>Ktt*rt:ifcj£3tlTt»ttl». 

*7 5-/H51 He, Thr, Asn£fc«Ser<Dt,>Ttia>r£> 

*)f#^o 

SaEffiB : (27) 

ffeOtSrlfl : *7 5 >>Mtt*fc«S3tlTl>ftt>. 
#7Sy®&J, Phe. Ser. Tvra/t»Cvs©C»Tti^r* 
Off*. 

??£E<&B : (117) 
30 flfe©««:*T5-/M«*/c«3E3tirc^j:C^ */c, 
*7^iW. Leu. Ile£fcttValT*9»£. 
??&ffiB : (146) 

ffeOW* : *7 * ^K{**««E3tiri»ttC». 
*7^iU t Phe, Ser. Tyr*A:ttCysa>C»Ttl^r* 

ffl±®M : (216) 

fte<Dtt$R : *T * y|«i*3fi:«3E3tirc»a<r». 

K?U#^ : 1 3 
40 SfifiHB : (465) 

ffeOfWR : 3>dttStt*A:«S3tirt»ttC*. 
toF>tt. Ala*3- FT4Bj«ett^JR». 
EW W : 1 4 
*?&{4S : (155) 

f&OflM : *7 = >>ll»*KftS3ti?l>ttl>. Sfc. 
*7^B«, Alar* Off S. 

eyy#^ 1 5 

S&taS : (14) 

AOflHR : ^«tt*#ftS3tirt>fcl>. I? 
50 to F>«. Val. Ala, AspS/tUClyCDCiTtl^^n - 
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K-f So 

: (39) 

fflJCDt»« : ^S«*^3ESnri»ttti Q 
teaF>tt, Leu£a- FT*™****,*. 
??a(4S : (74) 

tP3F>B. He. Thr, Asn*fc«SerC0(r»-rtl3^*3- 

fts. 

f?flE{ig : (SO) 

*OllMR:«»**«i**8hri>Jfe(r». 10 
tea F>tt % Phe, Ser, Tyr£/mCys©l» "ft* 

??GE{Sg : (648) 

teaF>**, vaiin- KTSBjfiitt^c^ 

: 1 6 
fffiEfitfi : (5) 

Val, Ala, Asp^/c^Clv^C^m^r^ 
9f#S. 20 
^SEftg : (13) 

??QEfig : (2 5) 
■fipfiEttaf : (27) 

<feoti»« : *r $^»«*/c^$nrc»^c», £/c, 

*r5-/Wt Ptie, Ser, Tyrg /cteCysr 0 f#£ 0 30 
??£{4g : (216) 

i ? 

??£{4g : (7) 

tea F>fri, Phe, Leu, I1e£fcteVal<D(,>Tnrt>£a- 
&tE {4S : (11) 

ftOtWR : ^»**3rcaffi3nrc^(r^ 40 
teaF>tt. Leu, Pro, His*fc«ApqtDC»Ttl^*3- 
FT*. 

ffffifiiH : (80) 

tea F>tt, Phe, Sen TyrStfcteCysCD^Ttlfrfca- 
FTS. 

?f flEfiBB : (349) 

tea FMi. Leu, ne*/c«Va1<DC»-r^*a- K-T 

£. 50 
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SE?'J#-5f : 1 8 
: (3) 

*T^yg$5J, Phe. Leu, Ile£/cteVal<Dl>Tftrt i r& 
: (4) 

*7S^Btt, Leu, Pro, His*fcl*ArqCDUTftavca 
f?{±{4S : (27) 

^TS^IM*. Phe, Ser, Tyr£fcteCvs<DOTn^r<£> 
Df#£o 

saas : (117) 

*T Leu. Ile*/c»Val"C*0»4. 

EW## : 1 9 
^fiEuiS : (74) 

ffeCDtWR : *ttSi**/SfcS3 ft 
teaK>«, He, Thr, Asn*;tet*Ser<ZX>rftjfr*a-- 
FTS. 

SfifiKB : (80) 

tea K>W. Phe, Ser, TyrgfcteCys^Tft^a - 
??fiE(£g : (637) 

tea F>«. Gin, LvsSA:aG1iKDC»m^«a- FT 

So 

: (643) 

teaK>tt. Gin, Lys£fc{iGlu©l>rft^£a--- FT 

So 

??ffi<aa : (657) 

tea F>«, CvsSfct2Trp€a-- FT5. 
??SEfii§ : (659) 

tea F>Mt. Val, Ala, Glu*3fc{*GlyOl>T ti*»4a — 
FTS. 

SfiEfiUi : (665) 

fltoDtfWi : **»**««3E3nrt»a(i». 
teaF>«, He, Thr, Asn£fcf*Ser0C>rftft>£a- 

f-ts. 

K?U#-st : 2 0 
: (25) 

*7;^J t lie, Thr, Asn£ fcC*SeKDl>rftA>r<fc 
: (27) 
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*r^i(t Phe. Ser, Tyrg /c&iCvs<Dl>Tn^-C£> 
^SfiS : (213) 

*rS^8Kt Gin, Lvs*/d*GluOl»-J*^r*«)W 

£. 

fffiEffiB : (215) 

^TS^ftKi, Gin, Lvs*/ctiG1utDC^"rtl^-C**)ff 10 
i^SteS : (219) 

*r5/«(t cvs*te«Trpr 

J?fiEf4B : (220) 

'#7 vai. Ala, ciua;fcttGi\rfBi>ma>r3> 

Off*. 

(?r±(i§ : (222) 

ffeo««:*rs^H«*/cigss*irt**c». */c> 20 

^S^&Ci. He, Thr. Asn^/c«Serr^>0^^> o 
E^J#^ : 2 1 
#£1211 : (1) . . (2) 

???±{iS : (7) 

ft©«IB:*tt»3:*/l:*S3nrCittl». 

tra F>Wt, Phe, Leu, lle*/t«ValOt»Ttl*>*=i- 

F-r*. 

i££t{i§ : (11).. (12) 30 

tP3 K>«, Leu, Pro. His, Gln*fctiArgCDC»Ttl*> 
«r3- FT*. 
f^^ttS : (14) 

t?nK>ti, Val, Ala. Asp*fcteCTv©^T*ia>*=i-- 
FT5. 

: (31) 

K>«, Leu, I1e£/c^al<DUTtt#>£rj- FT 40 
: (47) 

tf 3 K>», Phe. Ser. Tyr*tetiCysOt»"j*tl3&>4:3- 
KT*. 

: (74) 

tf=»K>W, He, Thr, Asn*fc«:Ser<D<r>T*lJ&>S::3 — 

ft*. 

ff : (80) 50 
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fr3 F>tt. Phe. Ser. Tvr$fct*Cvs<Dt>Tftrt>£=i - 

kt«. 

: (87) 

frn F>Mt, Leu*:?- F-rS"I(IH***JSC». 
UteiiLm : (38) 

tf3K>it Phe. Leu, IleSfc(2Va10l>?tl*>€::3 — 
FT*. 

&&&& : (349) 

tf3K>tt. Leu, Ile^/cCJValCDC^m^^n- FT 

7?atia : (648) 

frnF>&i. Val*n- FT£pJffett#iSt>. 
: (693) 

tfn F>tt. The*3- F-TS^Ift&tt^iSO. 
SB*J##2 2 
?f SfiS : (l) 

ffiotWR : #7 * -/Br«*3ft"»3E3txri4>ii*. £/c, 

: (3) 

<&<Dt*«l : *7 S ^»«*/c^SStiri^>iC^ £/c. 
*7^y&Gi. Phe, Leu. lleS^cttVal<Dl>Tft*>r* 

: (4) 

^TZSWlte. Leu, Pro, His, Cln£ WiArgCDUTtl 
MEftS : (5) 

*7^ Val, Ala, Asp£fcteGlyaX>ril^r'£> 

*?£{iS : (11) 

*7^&te. Leu, Ile£/cS£ValOl>Tft*>r&9fl| 

saiaa : (16) 

ffeotwa : *7 * ✓ »tt*/cifc£34iro>ftt>. *fc. 
#7^y^«. Phe, Ser, Tyr£ fcttCvs0X>r*ia>r * 

: (25) 

^T^y^«, lie, Thr, Asn£ fcteSertfX^Ttl^r^ 
??&{ig : (27) 
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&7*s9H&* Phe. Ser. Tyr£ tcteCys<Dl,>'?ft,frV$> 
£S{£H : (29) 

: (30) 

Phe, Leu, Ile^/ctiValODO-rn^r^) 
f^S(4g : (117) 10 

*r$/»«. Leu. ne*/c«vaio>c*-rn^r*o» 

TfaEffiK : (216) 

<fe(Dt»« : #7 5 /KW/cftS^rt^it^ 
*7 5-/B(t ValT'£>9f#£o 
: (231) 

ffcCQtt#R : #7 5 ✓ Ktt*/c*JES*lT<r»ttt>. £/c, 

EMW : 2 7 20 
??£{4ffi : (1)..(2) 

ftOtMR: **»**ft:««Sftri^ttt». **3£S 
UflElffiB : (7).. (9) 
: (14) 

tfa K>«. Met. Thr. Lvs*/t«Arq©(r*Ttl*»*3- 
FT*. 

: (18) 30 

ffecotWR : **»i*^:«3Esnri*at». *&g£^ 

tf=iK>W:, Ser*fcttArg*=2- FT*. 
ffffiffifB : (28) 

03F>tt, Phe, Leu. Ile*fcfcft/al©l>T*ia>*:3- 
KTS. 

ffftftS : (32) 

t?3K>«, Val, Ala, Asp*fcl2cnv0t' 1 '**tl*>£:a-- 
FT5. 40 
K^M : 2 8 
ffittflfli : (1) 

*7$ySU, Mere **)»*. 
: (3) 

<fe<Dt*« : *7 s -/Wi**:8t3esftri>tti». 

??IS{4S : (5) 

ffe<OtS« : #7 ^ ✓ SttTV £/c, 

*7 5^8Mi, Met, Thr, Lys£ fc(2An0)l»Tft4>"CA 
9f#£„ 50 
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f£&ftg : (6) 

*7$^&kt, Ser*/caArqr*0S4. 
: (10) 

feOflttt : #7 5-/«H**A:«SSnrt>%C*. $/c, 
#7*^g&t, Phe, Leu, lie* /c«Va10H»T*l*>r* 

&&&& : (11) 

ffi©1f« : *7 ^ /Mtt*/c«jesnrc^l», *fc. 
tT^IKi, Val, Asp, ArQ*fc&iGlyCOt,>T'*l^r& 
Off*. 

IB?'J#-^ : 2 9 
SfiEffiB : (7) . . (9) 

??&{ig : (22) 

Phe, Leu, lie* fc&*Val(DC*T*ia>£:3 - 

ft*. 

SfiEfiWB : (32) 

tf3K>tt, Val, Ala, Asp*WiGly0X>T*lJ&>«::3- 
FT*. 

Ey»J*9 : 3 0 
ffifc&B : (3) 

flbOHM : *7 S ^©(i*/c*f?hn^n\ 
: (8) 

fl6©tWR:*T5ytt«*/d»£Snri^j:(r». *fc, 
$7^i{J. Phe, Leu, ne*/t«Val©t»Tn^r* 

9?#*o 

U1±tim : (11) 

ffiOflffll :*T 5 ^ Stirc^ftO. *fc, 
$T;^iW, Val, Ala, Asp* fc(2Glv<Dl>T'tlfrr& 
9f#*. 

iE?iJ#-Sf : 3 9 
: (231) 

tf3F>«. Tyr^n- FT*nJfi6ttWBl>. 
I^«J#-^ : 4 0 
: (77) 

ffe<Dft$ft : #7 $ sm&ktcftfeZtxX^rjiX.*. */c, 
^r^iKi. TvrT*>9?#*. 

ig?»J#^f : 4 3 

<fe©t*« : AieWCCOHTfiDBtt : AXWCC^ifcLfc 
I2?'J#^ : 4 4 

fl!lO«« : AXKMCCOOTOKtt : AXKKC^ttLfc 
EM«« : 4 5 

ftOflWB : AXEPJCC-3l>?0jBtl : AXAWcAfiSL/c 
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[0116] 

(1-34) <D**S WgJfi*ffli >fcS»Kc fctf 

U rpTHrP(-)j ». igi&O^ (St*aC/PTHrPCl-34> 10 

©C»r*l*fc4*ft«,0 4ffil>/c«iteteW ****** 

r o 

[0 2] PTHrPK??Mj|fflWrtcyWPtD±#6C»r5S«0 
Sit hPTHrPt h^^^o-^;u!a»<0«iiSiJS»**7Sr 

0o maict, cmpcom^M^o. ttcmmt. taw* 

K#0.3* fcttl.Ou q/mKCfcW /^O-t^ 

HrP(+)J W, t>Ttl<D^y *n-^;l/tRf*fc*srPTHr 

PC1-34) ©***t?e»*»^KRCCfe^ 

U rpTHrP(-)j fcfc, igtfe<£><& ( tn<*&t>' PTHrP(l-34) 20 

To 

[03] PT>irP»f?^fflJiartc^MPCD±^CcWt-5§«<D 
tat hPTHrPt h*^^D-^UtS»0«iMS»**7nT 
So campcD^^S^L. gfctttttt. StftiS 

Ct»©^a->s^at3To a*. MMk:*si>t. rpr 

pci-34) * stttsmzm^ tc&mtctow * *sm** 

0. rpmrP(-)J fcfc. SflkO* (inf*&t>'PTHrP(l-34) 30 

[04] PmrPKSWIffliartcAMP©±#CC»rS*«0 
tat hPTHrPfc h^:^ ^n-^;Ufii(*<OfiI*lj^^:^-r 
So Itma. cAMTOj8£J1£7kU *fc*M»tt, tai*« 
K# 1 £fc«5 a q/mlCC*C:J£& n- ^;Utfi 

pcoj c>rno*^^P-^;u!Rf*t>^aErpmrp 

(1-34) <Dfr££t*%i&&m\<>tcHmte*VZ&m*7rs 

U TpTHrP(-)J tt. ^tfeCD^ (iatta^PTHrPCl^) 40 

T. 

[05] PTwrPK??Wimiartc«^±#^»r5s«© 

int hPTHrPt h^e-z^n— ^;UtattoMW0«!«4^-r 
0. HMtt. cAMTOfi^fi%7KL, Sfclitttt. £t&?g 
ftO*0.3Sfc(2l.Ou q/mlCCteW CD* ^ 2 O — Jl, 

!S*o^n->«*«to-r. a*s. Bttticfcor. rpr 

HrP(+)J t^mO^^^O-^Ufit^fe^trPTHr 
PC1-34) ©***^»*fflC»fcBW«CfeW*«f*«:^ 
U rpTWrP(-)J igifcCO^ (!a(tRO*PTHrP(l-34) 50 
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To 

[06] PTWrPK??85j|ffliartcAMPO[)±*«c»rSS«<0 
git hPTHrPt ^n-^;HR(*(D«iiM3aiai*7nr 
So tEM». owkd££S£*u gfcfftttf** t*<*ffl 

taf*©£n->«£S*>To fc*>\ «»iWc;fat*T. rpr 

HrP(+)J l^mcD^y ^O— ^;Hn»4>$*TPTHr 
P(i-34) ©**StySltt*fflC»/cK!Ktc*jW5tt**7n 
U rprHrP(-)J {*, igtftcD^ (ttWRtfPTHrP(l-34> 

To 

JKt hPTHrPt F^^o-t^OWM^t 
So HEMt*. cAMFQ££S*7nU Sfcttttti. ftffcg 
K**O.3*fcttl.OMq/mlCC;btt&£*0>Jfcy> 

HrP(+)j ti, UTttCO*:-/ ^n-^;i/{aft4>*^-rPTHr 

U rpTHrP(-)j tf, igtftO* (tm*&tfPTHrP(l-34) 

T. 

[08] PTHrFtt#WffliaWcAMTO±#tC»T'5S«<D 
tat hPTHrPt h^^^n-^tS#©«iMja*^r 
So NMti. camrz>£***tj*u */t«W*tt % tSf*i« 

ft^O .32 fcttl.Ou q/mlCC*JW & M -/ ^ a Jl/ 

HrP(+)j t»rtl©*^^n-^-;l/tS»4Si-rPTHr 
P<i-34> 0&Z&tstgi&%mi,>tcmfct<ctoVZfeMk*tjk 

TpTHrP(-)j (i, JgflkO* (tn*S^PTHrP(l-34) 

To 

[09] FTOrTO#»JRffliifffflCC»T5S«^fiit hp 
T„ ntt. KKLfc70^OE»«:^T. tt*. gffi 

SSO7^X^iC^clill0^ffl (±SEM) „ 
[010] PmrPC>»»JRfflitfffflCC»T*MCOCit 
hPTHrPt h*^^n-^;utS(*<DPllFai!i**7j%T0. 

ffl«^ (%) t/c8Stt{J, Ct*r*K«r 

^To ntt. S®lLfe^^^OE»?:^To ttto. Sffl 

»Sfc^v^X^rfflC^cS«»(D^ffl (±SEM) . 
[011] PmrTO#«iRfflitfffflCC»TS*«COCit 
hPTHrPt h*^^o-^;Utn(*<7>Pl#»*^T0. 
ISM». fflW^ (%) 2fe«l$4(J, 5Li*?SJ^* 

^T. ntt. KKLtev^flDEKSr^T. «t*j. Sffl 

8HSO7^x4fflir^KK©Tft0 (±SEM) o 
[0 1 2 3 fiit hPTHrPt h^^^n-^JU!rtf*CDSI(( 
RCXBMIO* * * a - F-T 4 D N AEMO£Rueo#H« 
«^WtC7nT0. 
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[HI 3 3 Sit hFTHrPb h-*-/£m-*;Ufii<*2FS-io- 

[01 4 ] fit hPTHrPt ?Q-:MMnf*lB3-9-l 
ITS. 

[0 1 5 ] fit hPTHrPt ^P-^^jKi*15H7-8- 
Tio * 
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* CEI 1 6 ] fit hPTHrPt h^^n-^;Ufi&5Bi2-i6 

[0 l 7 ] fit hpmrpt h^ey ^n-^;i/fii$4B4-&-2 

[H 1 8 ] fit hPTHrPt h*^*U-^;l<fi{*4B4-6-2 




CH4 3 
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1000 



(35) 



ftm 2000-80 100 



CH7] 




[08] 




(36) 



*$BB2 0 0 0 - 8 0 1 0 0 
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[015] [HI 6] 




+; p-cD.QS vs PBS + «linc (unpaired t-tca> 

#; P*HQ5 VS PBS CANOVA followed 4y Dmmett) 

[017] 




++; P< 0.0 1 v» PBS + minx (onptircd t-test) 

##; jk OjOI vs PBS (ANOV A followed by Dennett) 



[01 8] 




lime (Day) 



~P<4M»1 , -F<OJW: Sfenttkaatly different compared wttfc (be rrhldc 
treated group (Stedtof • t-tert). 



(51)Int.Cl/ ia^iJIB^ 
A 6 1 P 35/00 
43/00 
A 6 1 K 39/395 



F I 

A 6 1 K 31/00 
39/395 



6 3 5 
643 



D 
N 



C 1 2 N 5/10 C 1 2 P 21/08 



(88) 



2000-80100 





15/02 


ZNA 


C 1 2 P 


21/08 




//(C 1 2 N 


5/10 




C12R 


1:91) 




(C12N 


15/02 


ZNA 


C 1 2 R 


1:91) 




(C 1 2 P 


21/OS 




C 1 2 R 


1:91) 





C 1 2 N 5/00 B 
15/00 ZNAC 



F 4B024 AA01 AA11 BA44 BASO CA04 

DA02 EA04 GA03 GA12 GA1S 
HA01 HM5 

4B064 AC01 AG27 CA06 CA10 CA19 
CA20 CC24 CE12 DAOl CA13 

4B065 AA91X AA93Y AB01 A BO 5 

BA02 BA04 BAOS B015 CA24 
CA25 CA44 CA46 

4C035 AA14 BB07 CC02 EEOl GG01 
GC02 GG03 GG04 GC06 

4H045 AA11 AA30 BA10 BA18 BA19 
BA41 CA40 DA45 CA76 EA21 
EA22 EA24 EA25 EA27 EA28 
FA70 FA74 GA10 GA15 GA24 
GA26 



